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m m m 

M'yVu [1. 5-a] hrU5>^>|j|##:*5<i:a'^tlS:^Wr'5 
NAD (P) H^^v'^— ifiaSM 

5 

^ ^ ^ W 

if^mmtmM. mmm {^mm. wm.ms a^immm) m<D^mzm'r^o $s 
tc^u<isNAD (p) \i\zmmt^mm^^w^rc\t.mm-t^rc}^(D. m^v 
10 D [1. 5-a] \f.^)^z^>mm^^^xsmuw^is.^xs\z^ti^^m'r^'i^AT^ 
(p) H:r=^>>^--^Ba$^jtcii'r^o 

m ^ m 

15 0^^'^^'Bimm^<o^-&m.^mm^^<Dmmkmm (Reactive o 

xygen species; ROS) \t.^Xlytz.mW.mzii^V±m5mm\zm 
< TcVfr^fSiK (B a b i o r . B. M. . N. E n g 1 . J . Med. , 2 9 8, 

6 5 9-6 6 8. 7 2 1 - 7 2 5, 1 9 7 8) . 0km^mmmmmiz\t.m.mmm 

mzm< trnXJ^nxi,^^ (We Iss.S. J..N. Engl.J.Med., 
20 3 2 0, 3 6 5-3 7 6, 1 9 8 9). . 0f^mz^^RO SiD^^fSiM^MitN 
AD (P) H ox i d a s eT^^Zli:*^^ (H a 1 1 e t t , M. B. e>. 
Immunology Today, 16, 264-2 6 8, 1 9 9 5) , 0pf> 

i^NAD (p) H ox i d a s e<Dm.m\t0kmi^mm^mmmmf3iiz»^^i>^ 
m^-r^mB.-vm^mm^mmr^-^mm^TTim-^nrwz (s c hm i d - s 

25 chonbein, G. W. e>. Physiology and pathol 
ogy of leukocyte adherence. New York, 

1 
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Oxford University Press* 1995). 
NADPH'bb<«NADHJCfe#UfeX-/t-:f^'>HT-:t-> (Oz") (DM 

miimmrr^'^mm^mm-^nx^^^tz. (cr i end i i ng. k. k. c 

ire. Res. , 86. 494-501. 2000)o ^ID. Wm^mtM^ 
^NAD (P) H ox i d a s e iitatatpl D^^fc't^^ ^nxi^ifeo ifi^tc?^ 
oT^'^'I^NAD (P) H ox i d a s e (OM#lfiKS^-e*'S> g p 9 1 - ph 

N o X 5 *T 5 mm(DU o x i^;!^^^^'^:?^— fe?|g1*'fo -5 T-T Vlf-T A t: 
bTDuox ( du al o_xidase) t>^^$nT*5D> Nox-Duo 

3^:feJ:(:X5^S(D!«3glCii#-rs Bltg14^^^l^$nT(^i'5 (L amb e t h, J . 
15 D. . Curr. Opin. Hematol. . 9. 11-17. 2002)o 

jk.fS^mmmm. Samn^m^(DN AT> (P) H ox i d a s e«T>^;f 
•7^>'>>I I (AngI I) f3.E<OMBmm^)V^>. "dr^Vti^y. ha>e 

PDGF. 'f>xu>, ^M^^iM. i^jfii*!. mmisimis.E(D^<(Dmm\z 

%3SS!i^lfilJE9ry h^^;UfeS(ri«A n g I I ^i!^fi:4-;a:«Jf tCckSi^jfilJEE^ h 
^:x;UT«NAD (P) H ox i d a s e 2r:rM'^jfii^MT<7)O2"M^00iiin 
7&^|g8C)^n. NAD (P) H ox i d a s e CDia^f3J:oTlfiiJBEO±#*t^0J 
StXSy;&^^@$nTViS (Chen, X. Hy p e r t e n s i o n. 3 
25 8. 606-611. 20 ai;Rey, F. E. ^> Circ. Res. , 8 
9. 408-414. 2001) c Z.<DZ.t\t. NAD (P) H o x i d a s 

2 
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OSffimmmmizmm:f3:m^^mrci.X\^^^. NAD (P) H oxidase 
5 ©JSMSMComp o n e n t s<D^^p4 7 v h o x ^ v i^yy h'^^T.XltM 

:3U7.^n-)i^Mmz^^mmm<tm^^mm^n^mf)m^^nx\^>^ is t 

okes, K. Y. e>» Circ. Res. . 88» 499-505. 2 001 ; 
Barry — Lane, P. A. J. CI in. Invest. , 108, 

1 & 1 3 - 1 5 2 2. 2 0 0 1) o Rosw^)v->mmu\z^c^m±p^m<D 

ttNAD (P) H ox i d a s emnf)^±Wt^^ti!)mB^nx^^^ (Sh 
i, Y. Arter iosc 1 er. Thromb. Vase. Biol. , 
21, 739-74 5, 2001;Szocs.K. Arterioscl 
er. Thromb. Vase. Biol. , 22, 21-2 7, 2002). 
15 iSllia^C omp o n e n t s Op 2 2 p h o X (DC2 4 2TMi^^ 

mmiz^^NAD (p) H o X i d a s e <Dm^i&Ti!)mWimmm^mm<Dm. 

T t^m-t^mhrn^^nx^^^ d nou e, N. e», C l r cu l a t l o 
n, 97, 1 3 5-137, 1998: Cai, H. ^, Eur. J. Clin. 
Invest.. 29, 744-748, 1999;Cahilly. C. 
20 Circ. Res. , 8 6, 391-395, 2000), JinSOffi^tt, N 

AD (p) H ox i d a s eifymmmit^^umwjmmmo^mmmi.zm^'r 

R o s \tmmm^mm<D^mmmizhm^-r^^mmmm-^nx\,^^. nsm 
25 mm^fcitmitm^mmiz^-oXik'^if^^mms w-mmmmfsiaxi,tNAD 

(P) H ox i d s e^irtVrzm^tXhU7.^^nMT^^i:i)m^'^tlXi^^^ 

3 
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(Inoguchi, T. Diabetes. 49. 1939-1945, 
2000;Hink. U. Circ. Res. , 88, E14-E22> 2 

0 0 1 ; Wau t i e r. M. ^, Am. J. Physiol. , 2.8 0, E6 
85-E694, 2001). mmm^E'rJV^y hTCDMI^jfilWtCl^SViTNAD 

(p) H ox i d a s em^<o±^iimmsk^p^^mm<Dmmf)mm'r^mh 

^^^nxVi^ (Ellis. E. A. 6»> Free Radic. Biol. 
Med. , 24> 111-120, 19 9 8). 

(Ha r t 1 , R. ^, J. Ce r e b. B 1 ood Flow Metab., 

1 6, 1 1 0 8- 1 1 1 9, 1 9 9 6) . $?tf»3^NAD (P) H oxidas 

efsm^^mvrci-^^7.Tmmskmm^mu-^n^m7!}mB^nx\,^^ (wa 

Ider. C. E. Stroke. 28, 2252-2258, 1997). 
^tc. ^Jfil, ife^, a - Amy 1 o i d^CD^JBStiM i c r o g 1 i aifflJiacDN 

AD(p)H oxidase ^^mfr^m^^mmmmit^ftwr^-^m^ 

t>^^$nT</i'2» (Spranger.M. e>, J. Cereb. Blood F 
low Metab., 18, 674-678, 1998;Vianca. V. 
D. €>, J. Biol. Chem. , 274, 15493-15499, 199 
9;Green. S. P. ^, J. Cereb. Blood Flow Met 
a b. .21,374-38 4, 2001). dtl^Oi^mttNAD (P) H o 

X i d a s etim^^^nmmi^mm\zm^-r^'ssmik^7F:m\^x^^^o 

NAD (P) H ox i d a s eiZ^-oXM^^n^ROSitrnmrnm^^ZS 

sSiL'^m^tm^'r^ciif>^&mm<Dm±ii<Dmmh^m^nx\,^^ (Amo i 

d, R. S. e>, Proc. Natl. Acad. Sci. USA. 98, 55 
50-5555, 200l:Arbiser. J. L. Proc. Natl. 
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Acad. Sci. USA. 99, 715-720, 2002), 

jL^L'fd&s^izwm. m^mmm. mmm. ^^mmmx-hNAD (p) h 
ox i d a s emmmB^nxi^Kis mmmmtcDmrn^mB^nxi^^^o 
±^<Dm\zNAD (p) H ox i d a s e\tm<. ife^s, mmBm. mmm^ 

m. m^^. miti^mm. wm^nrnm. mmmmm. w^k. m^^k. ^km^m 
m^i&^<Dmummizmm-r^o nad(p)h oxidas emmmiz^Kt 

e^yn [1. 5-a] fcfU^>^>#*&SrWrS'fb'a-i^tc:«> OTcofeCDj&t^ 

^mw- 5 - 1 1 2 5 7 1 KKTo^t-^m^mTR-r^ 




Z.ZLX. Ri : 7K3^> OH ; 

-CONHRs (ReiTK^^ ADy>m^<£WrS tO^'2>7 3:r:;W, 

5 
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R3 OH. ^mT)l^J]^y3ia 

woo 0/5 9 9 0 &.T(Dit^m^m^-r^o 



JinT, R3: (mm tu~;k (e^) ^^ut)v-)v 

R4. Rs:*^> Any>, CN. T;wk T;i.y-;k T;i/^ii;k '>^d 

1 0 - 1 0 1 6 7 2 OT©fl:^^2:M^-r-2)o 
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NRR' 



<i^m^ 7 - 1 5 7 4 8 6 «> &:r<oi\:^m^mm-r^o 



:::ix\ : 7K^> is.m7)\^^=^)i^. '(£II6t;v+-;k ^sist 



O 
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EP 0328700A1«. ^sTo^it-^m^minT^o 



woo 0/5 3 6 0 5tt. &rf(Dit'^m^m^'r^o 




ll^-V. X : CH, N 

Rx. Ra:*^, 7)V^)V. T)V^zi)V. 7)V^:=.)\^. T'J-;K AD. OH, 




F 
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wo 9 8 / 5 4 0 9 3 wf<D<t^m^m^'r^. 



^5FD-tJ-'ri57u;u. AP, OH, mm ^^nTu-;v; 

Rg. RgrTfc^, tu— ;k i^^DT;i/^;K oh, ad, T^y, 

;H3^i^NRR, NO2. OH, NHj, (^^) 'Nt^PTU— 

Rg:*^, T)l^)l. TJln^y^. OH, AP, NOg, NHgT^^-S. ZL<Dit 

iNfM¥4 - 2 7 0 2 8 5«, OTofk'&^J&^^-rSo 
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wo 0 0/4 4 7 5 4«, &rf(Dit^m^m^-r^o 



mm tu-;k mm y^)v^)v. mm mmmm. -i^(c;^oT7;i. 




NRsRe 
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2000-38350 &Jr(D^t'^m^mm'r^o 




J : NR2R3, ORio 

G : C, NT^S. A^O^i^mtbT. 




nm^ 9-169762 tt. ^rfo^it-^m^m^-r^o 



n 
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Khim. -Farm. Zh (1995), 29 (4). 37-38 tt. (2. 
*^BJ«> NAD (P) H:t4^'>i5^-if^|Ji*-r^^MYk^#>*5cfcZ>'^CD-fk-g- 

gii^d&s:^tp) . wji^m (^m^. mmm. tkh^^) ffi^^KrcDja^j^ m^it. 

NAD (P) HfCi|]®t-Sigia<£:08frt- '5^8ffm<£S^t- •SCt^SfitJi-r-So 

$e>tc2f:^gg«. NAD (p) H^^^i^^-if^mm-r^mmit^^^j^v^^ 

mizmriSKmrn. 'rf3it>-^mskB. mmmi^^mm. mmm^t. mmmmm. m 
mikmmm. ^m^B^m. mmmmms ^0^. m®^. ^immmm.'pm 



12 
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^ m (D m m 

OT«)tf^VD [1, 5 -a] ^i^>mmi^^^zmmm^. $fft»j^*5<k 
t/jfat=f^oNAD (p) H:t=^-^^-ifmmi^m^m'r^z:t^M.mvr:io na 
D (p) H^^->^'--t£^m.m'r^z.hiz^v)f^i^mm (ros, x--/'?-:^:^^ 

mmmmm. m^^^. mifsL^mms wm^i^mm. mmmmm. mmmmm. 
:^^miz^^ii. &rf<Dmi)'^2 6)i!)mm'^n. ±mmmm^^ti^, 

1) ^: 




13 
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j;{.i->i^nT;u^-;k mm^nxi^^xh^i^^->^ar)i=^-)w mm^nx\^^ 
T'bj;i.iTu-;K m^^nx^^xh^i^mmmm. bHo^^v-. ffM^nw 

J:^^mmm^^i^>. mm^nx^^xh^\,^7iy)v. mwi^nx^^xh^\,^-mm 

•e^^n-SYt^i^ mV> &JF(D (1) - (1 0) : 

:^;;W3t?^>';K ;<7;W4^4^->igiST;w+;w, -coNHRg {R^-.a^m. /\ 
«i:UT*^S, AD^>j[^^. <S«i7;i/J*^;i/S. <SlgiT;Wzi^->*5J:tK:7x- 

±-^^nwkmt\^x7mm^^umL7)vn^^^mf)^^u^m^r>m8i^ti^m^ 

14 
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R6«> 




(3) R,jt. (mm) i£iBi7;v^;k i^^u7}V^)i^. ^x-;k 7 

(4) Rxa«> tK^, T;u^;k OH, o-T;i/=^r;i', ap. 

R2af^* 

IS 
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tu-;k ap, oh, t£.r:Ln^T-u^'ii7^))vx^^. it^m. 

(5) RiJt. tK^. T;WK 7;H3^^>^. oh. AP, NO2, *>S:«N 
H2X$>D ; 

t;1/zi:^^>^nrr, NO2. OH. NH2, (s^) ^7-ayu-)Ux$>y) ; 

OH, APv T^y, :=:hP-e^f9 ; 

a^^^VJi^. AP, OH, 'VT^-PTU-;!., Tfe-sfb^i^i, 

(6) R^.tt, e^7'fe5^;i.*y^ctt^3^^Tg«i$n;t<£i»T;i/^i^>src« 

(7) Ri>, R2 ji, -en^n3$i;[LT, tki^, Apy>, (g^) t)1^)w 
mm) 7)v^=L)Vs (.mm) rv-)v. (gm) y^jv^jv. (mm) mmm 

s, ^rc\t—mizfsi':>x7ji=¥u>mx$>r) 

16 
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(10); (2, 5 -v?^^^;^^^^/^ [1, 5- a] k!Ua>?>- 7-'f;i.) 

(1) ~ (10) iztm-^n^<t^m<D^'^. ^m-^nxi^^fsii^mm 
:^;w\*^-r;wTfes. ^i) izt^Wio^^-^mo 

3) ^: 
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^^^xh^i^-^i&Wiyji^^i^. mm-^tix\^^xh^^^TV-)w mm^nxi^^x^ 
,k(.iTu-;k Wim-^nxif^xh^if^TV-JimmTJV^jv. mm^nxi^^xh 

18 
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m^-^nx^^xh^i^^T s. y . ^rc\tm^'^nx^^x%^i,^^^yx'$>^) 




7x:n;i/T*D ; R3' \t. 7K^*/5:«t Hp^vT^O ; R4' «^ 7K^*;^« 
4) ^: 
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(1-1) 



7) R4:^t7K^Ta&^, :^3) *y^c«4) tClBmcDYb'&i^, ^<D-fuYzfv^. 

9) R^id^TK^TJfet) : R23&^«il$nTl.iTfecI:Vi7a::n;|/T*0 : Rg^O^zK^ 

10) R20g^$nTV>T'b.kl^i>'x-;i/{C:fettSgilS*t. g^^nxiriX 

20 
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:^)i^^zyis.m7)v^)V:t^>^. mmm&^m7)v^)i^=¥iy. 7s.yis.m 

1 3) R5C0®^$nTlriT'b<kVi7xn;W«C:fett'S®^S*^. Aoy>. An 

^^v-. tHa^^v', mk7)\^^)V'f-:^. :7x— ;k 7x^;w^^-x 7x-;i.ift 
7x-;K£iK7;u=^;i/7$y. y3^=ijii&m7)V^)V^:t. ^x-: 

)Vmk7)V^:^)V. yj:.=.)Vtt)Vn=^'i)V. 7^y. i^^u7)V^)Vi&m7)V^ 
1 5) ]^l) ~1 3) <7>Vi-rn55^t3t2fc®lb^i^2:'^Wrs> NAD (P) H:^^ 

1 6) ^1) ~i 3) <Di,^'rnf}^zmm<Dit'^<^^^mT^s nad (p) Htc 

21 
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1 7) ±i23^ii7&t, ^3^. BMmmn. mit^'L^mBs mmmmm. mmmit^. 

1 8) ±mmm^^. mmmi^rc\tmmmmmmmij$>^. mi 6) izmmoi^m 
5 m^rc\tmmMo 

19) ^: 




x*>j;ViTU-;K gift^nxv^xfe^vi^g^^^s. tHD^^s^. mm-^nxii^ 
s^$nxviXfej:<.W5/. v-yy. :!^)i:^'fh. s^^nxvixfeckvi-g 

^5^:^. g^$tlX(^iXfeJ:l.i-gift5^^:t^'>. g^^nXViX'bckl.i— g^ 

22 
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tmam^^^'r^. NAD (P) H:t'¥i^y—ifmmMo 



i:\^^TV-jvi&mT)v^)v.mm'^nxi^xh^\^^yv-)\^:t^i^i&my)v^)v. 
mm-^nxi^^xh^^^i&mrjv^jvT.)}/^::!)]^, n^^nxi^^xh^^^^TO—jv 



2 0) ^: 




.0309125eAlJ_> 
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;k m.Wk-^nxh^x'h^\^^-^^uT)v^)v^WL7)V^=:-)Vs mm^nx\,^x^^ 
u —)vmky)i'^=^}v. m.^-^nx\^^xh^\^^-^^uT)v^)vm^T)v^=^ 

w&7)v^)vti)V:^=L}v. m.m^nx\^^x^^^^mmmm. /\u^>. cho, 

mm^^^-^-r^. NAD (P) H:r^v':5^— iffH$|flJ, 

2 1) b h^-g-trlfti^tc:^!) -2 0) (7>l.i-rn:d^lC|Bi^©'fl:'&i^(7)^^*^^ 

#rs;i<h&#ifc,h-r^. NAD (p) mzmm-r^mm.o^f'Vi^rz.u.mmiy^. 
2 2) ±Mmm.ti^. im.. mmmmm. j^jfai^^c^j^n. aei^i^i^*. mmmitm. 

2 3) ±mmmi)^. mmm^rc\tmmmmmmmx&^. m2i) ciaao:;^^. 

2 4) NAD (P) HlCililt--5mSI&^*fc«^B;^f S;t8e>JCfflViSEMp^ 

2 5) ±mmmi)^. 0km. mmmmm. mM^^t^^mm. mmmmm. wjmm<tm.s 
mj^m^mm. Mjfu&m^^z^mmmmmBib^&fsi^mii^^m^'^n^. ^24) 

2 6) ±mmm:d^. mmm^rz},tmmmiimmmx$>^s m2 4) iztdm<D^m. 
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^ m (D m m m m 
:$inmm^\tnM^t}^mi'frcBm. nad (p) Hmmi^m^m-r^^mo 

}V. :x.^)V. n--/u \i)V. i - -fu n - ^9-)V. s - zr9-)V. i - zf^ 

;k t-zf^)Vs n-^>'^}V. 1 -x5^;i/:/'Ptf;K 2 -;<5^;v::^^;k 3- 
2, 2--:^^5";i'yDy;K n-^^^v^;!/, 2 -^5^;1/^>5^;k 

n-::fi7^;i^» n-y-;i/, n-7^i^;U. h^h Hp^^— ;K n-H^^i^;!/. 
n-^hUxv'^K n-'rh^x>';V, n-^>^^i/)Vs n — ^^-tJ-^^v'JK n 
-:^-i7^7^i/;K n-ZTh^rv'M ^^XSn-:iL^ n-^=.)Vi)^mii^n^^ 0^ 

;1/=^^;k #{c:$f^u<«c 1-04 T;i/^;w#tf ens. 

— hpy. pt;u;<7yh. m^'^nx\^^x%^^>—mm^:t. mm^nx^^xhj: 

25 
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m^^nx^^^xh^if^mmm^^i^. mn-^nxi^^xh^i^^r-yjv. 

10 

SeBS:moe>'?>;5^v ^sj^t^, t*-;k yu;u. -fvyn^-;w, i-7'o^-;k 
2-^^;l^- 1 -yD^-;k i-:/x:::;k 2-^^^— ;k 3-y^-;K 2 
20 -x5^;i/- 1 JK 3-^9^;i/-2-y5^^;K i -^>5^-;u, 2-^^ 

-'N^-fe— ;k 2-^^-feii;w, 3-^^-fe~;k 4-^^-fe-;i/> 5-'\=^^i: 

;K 1 -:f^:$'x-fe-;K 9-:t^^i$'7^-kn;K l-x-fnir— ;K 3, 
25 7, 1 1, 1 5-7^h^pt^;i/-l-^^itx-fe-;i/^S:^'^rS, $f*U<« 
C 2 ^ C 8 T;V^::i;i/5&t#frf e»ns. $ ^ t3$f ^ U < ac 2 75^ e> C 6 - 
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2-:A 5";!/ - 1 - T'D ^ - 1 - - 2 - :/7^ - 3 - ^ 
=L)\^ (^n/W^M . 2->^^zi;K 2 -^>x>- 4 r:rji.^o^^ic2 

< ttc 2 e. c 8 7;i/^-:ju*t^tf ^ns. $ e. tcif * u < «c 2 e» c 6 

ReC (O) R7OC (O) - 
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^ssr^f] mxmit>-^n^Mm^m^f^n^o B^iy<\t. ^r^c (o) - 
x^>V'i)vm(D^y-\f>m7i<^m^mm'r^mmm^^nmm^mtvx\t. m 

2-. 3-, *;^«4-:7;i/^n ; 2-, 3-, S^«4-i7DO ; 2-. 
3-. *fe«4-:;^D^ ; 2-. 3-. ^)£:«4-3- H ; 2 3-. ^tc\t 
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4-:A^)[^;2, 3-. 2, 4-. ^ti\t2, 5->?;^^;V;2, 6-. 3. 4 
-.^rc\t3, 5-V}<^)V ; 2, 3. 4-. 2. 3. 5-, 2. 3. 6-> 2. 
4, 5-. 2. 4. 6-. Sfett3, 4, 5 - h U ; 2 3-. 

4- X5^;i/:2-. 3-. *;feti4-:/Ptf;V ; 2-, 3-. *fe«4-H»j7 
;i/^D;?C5^;i/ ; 2-. 3-. *fc«4 h^^v- ; 2, 3-. 2. 4-. 2. 5 
-. 2. 6-. 3, 4-, ^rc\t3, ; 2. 3. 4-, 2, 3, 

5- . 2, 3, 6-; 2. 4. 5-. 2. 4, 6-, ^:fe«3. 4, 

h^i^; 2-, 3-.^;/ttt4-Xh^v'; 2-. 3 *^«4 - ypjj^^^v ; 
2-> 3-> ^;ft«4- hU >';W^D;;< h^^v-; 2-, 3-,^^«4-VT/ ; 

2-s 3-s ^rc,\t4-^ha ;f3i^u\z:inic><Dmmm^^zsmmiii:n(D^M 

*BJiffl#ff . r h >jffim'> u jVj ^\t. U ;u (- s i H3) <o 3 ^HcdtK^;^^ 
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5 

^iy. -iVfh^^z^. ^^:/b^->. t-:/h4^>'. ^>h^->, -(V^>h=¥ 

10 ttt. ±miyrc ram^nxi.iT'bckVij tm^n^ co^i^ti^^ 

^mtLWi-X^^ifi. mA.\-S.. TU;l/:t=^'>. l-zfu^ZDV:^ 

:^=^>^> Z-'f'r^-)^^^^^. 2-X5^;i/- 1 3-pt5^;W- 
2 1 -'<>7^:n;i/:;}-^->, 2 -^>'T=:-)V^^i^. 3 

20 ±)^b:/s: r@^$nTViT*><kirij iiis^^n-s r7)v=¥)Vi om-^trnm 

X$>^o 
RsO- 
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RgC (O) RioOC (O) 

R11R12NC (=o) - 

i^^. Rii, R,2«. zK^> mm-^nxi^^xh^^^i&myji^ji'. m^-^nx 
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tc\-tR 1 i*5j;tXR ^2\tm^Nm'¥-h-'m\zis,'Dxm^-^nx^^x^^\,^mmm 

N- t -^>^;u:^;w\*^'f ;k n- i -x5^jwype;i/;«j;wn^<;K 

20 um^&'^mtLm-x^^-m. mx\t. n. N->?^5^;v:^7;wN*^-r;k n-x^^ 

N-x^;u;<7;wt^-rJk N->^5^;v-N-yptf;i/:^;p/\*^'r;K n-:/^;w 

25 -N-yptr;i/;«;;UA*^-r;i', n. N->':/Ptfji/;^j;w\*^:'f;K n — tv^p 
kr;w- N - n - :/p e;i/;^7;wt^>f ;k n -^r y :/p tr;!/- n - pt5=-;i/:^;WN*^: 
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5 ;w\*^-r;k N-t Hn^v'-N-x5^;i/:^;w\*^-r;K N-b Ko:^^>'-N- 
,> _ N — r y tf ; wn'^-t n - b h p ^ - n — r y ;w\* 

N- t -:/^;v;^7;WN*t'r;K N-b HP^v'-N-^>5^;i/;^;w\*qE-r;u, n 
10 -b HP^>'-N--ry^>^;i';<?;wt^-r;K N-bHp^^-N-^:^^> 
5';w:^7;WN*^< 2 - 7 on - b H P4^>'-N-<£igiT;wi/*;WN* 

^->-N-ypb;p;tf;WN*^-f ;k n-^ h^>'-N-y5^;i';tr;u;\*^-r;K n 
-pt h+v'-N — ryypb;!/:*;!/^^:-^;^ n->^ h^^v'-N— r yy^^jw:?!? 

N- t -:/^;u;^;wx^-r;v, N-XK=^^>'-N-^>^jl/;^;jw\*^:-r;K N- 
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(4-t HD^'>7a:n;W) (4 -pt hi^^*>7x-;i/) ;^j;UA*^: 

-ijv. (2, 3 ->?t Hd:^>':7x^;W :«7;wn'^-i';k (2. z-:<h^i^y 
5 X— :t;;wn^-r;i/, (2, 4 -vh Hd^v-^x^i;!/) :^;;w\*^-r;w> (2, 
4-^ }.4i«>:7x:n;i/) :^7;WN*^:-fJk (2. 6 -i^fc HD^^^i/7x:::;W) 

(2, 6 -pt h^i^r^x— ;^;W\*^'f;K (2. 4. 

HD^->:7x-;i/) ;^;wt^:-r;v, (2, 4, 6 - hU^ h^>^7x::i;i/) 

(2, 4->^pt h*i^-6-fc:Hn^'>:7x-;u):*;;wt^'r;K (2. 

10 6-v';>th;^^'>-4-t:HP^S^7x-;i^) JV. (4, 6->?tHo 

4^>'-2-^h^->7xz:;i/) :<7;Wt^-r;K (2, 6 -i^b Hp^V-4 
h^^'>7x— ;tr;WA*^:'r;W. (2, 3, 4- hU^ h^->:7x:n;i/) :^;wn* 
^'1';k (2, 3 ->^^ h^i^-4-fcHD^->7x-;i/) :<7;WN*^'r;w (2, 
4-v?^ h=^'>-3-t Ho=^^'>7xzi;W) :«7;w\*^-i';k (2. 3->?t:HD 

15 :^'>-4-^ h^'>:7xzi;i/) ;^?;w\*^-i-;w, (s, 4->'pt h^~>-2-fcH 
D^>':7x— ;u) :^j;w\'^-i';k (2, 4->'t:}«n^>'-3-;>^ h=^v:7x:n 

(2, h^^'>-4-pt5";P7xn;i.) t})W<=e'^ )vmibmif(=>n^o 

:^)w^=E^)i7^/. im7)i:D^>^i&m7)i^)V7^y. i&m7)v^)v 
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(Ri-T^ST&t, m^^t. :A9^)V7s./. x5^;i/75y, yDkr;i/7$/. -tvzf 
ne;wT$y. :/5^;UT$y. -ry:^5^;i/T5y. s e c -y5^;i/T^y. t- 

±m<o fi^^m7)v^)V7^yi tvx\t. '^<D^m7)i^)utmm^miim 
-T'^D. ^(D±i^<Dmmmt2m^v2 0'v$>^i^is.m7)i^^jv7^y. mx 

T^y, y5^;w^5^;WT^v. :/5^;ux5^;VT^y. 'ryy5^;w^^;i/75y> 
yy9^;vx5";uT^ y ^:d^^tf ^nso 

y, yDtf;i/*;v3i^^;uT5y. 'fy7^Dtf;i/;«7;i/3i^x;i/T5y, y'5^;u;^;w7j^ 

n;U7 5 y , -f y y5";U:^3;W#x;i/7 ^ y , sec- '^^)Vti)Vi!f^=-)V7 ^ y , 

t -::^5^;i/;^;i/7l?x;wT$yv ^>'f')Vio)V^=^)]/7^y . 'i'j^>^)Vti)V-^ 
=L)V7 5 y ^o^^isc 2 u 7 o7;w4^;v*r;pzi?x;wT ^ y mffimi^ti^o 

:i^mmm^. H^JI tL\t. CRi3-NH-CRi4S*fc«CRi5=NHS 
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.03091%eA1J_> 



wo 03/091256 



PCT/JP03/05024 



bHo^i^, 7;i/3:^'>. \T)\^^)Vi . f7^)V^)Vi . rT'>;H . 

:^mmm'=^. m^^nx^^xhj;:if>7 y i -c (=nh) nhz 
□'\:/5^;k '>i7D;r^'^;k tivii?^ [2. 2. 1] ^y5";k e->^p [2. 

2. 2] tf->^7D [3. 2. 1] b'S^i^D [3. 2. 2] 

/-;K hr>^^n [3. 3. 1] yx;K Ifi^i^n [4. 2. i] /x;k tfi^ 
25 [4. 3. 1] xv';!/. Ti5^T>5^;V^(^)^m^3?5:Vib2 0©>^iJ7DT;i/ 

4^;ps^*^#tf ^n^o ±t&<Du^u7jv^=L)im<Dmtvx\t. m^i-£. 2- 
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>- 1 — r;K 3 -->^n^=^±>- 1 — ()v^(D^m^4t£\,^]^ 2 o<d>^^u 
v=.)vw> m<DmMik&m^ i> 2 o (Z)t u — ;i^«#7&t#tf ens. (g^) t u 

&gi:bT«> mXit. 2-, 3-. ^fe«4->';i/:tn : 2 3-, ^fc« 
A-^UUi 2-s 3-. ^y5:«4-:/D^ ; 2-. 3-. ^;fett4-3-F; 
2-> 3-. *fc«4-^^;W: 2. 3-> 2. 4-, *fe«2, 5 ->?;<5^;V: 
2, 6-, 3. 4-. *>5:«3, 5->^^^;i/; 2. 3. 4-> 2, 3. 5-, 
2. 3, 6-. 2. 4, 5-. 2, 4. 6-. ^fc«3, 4, 5-hU^^;W: 

2-. 3-. *fc«4-x^;>: 2-. 3-. Sfc«4-:/Dfcf;i/: 2-. 3-, 

*;^«4-hU:7;i/:tD^5^;U; 2-. 3-, ^tz.\tA-^h^iy \ 2, 3-, 
2, 4-. 2, 5-. 2, 6-. 3, 4-. ^fett3. S-v^^h+v; 2, 3, 
4-. 2, 3, 5-, 2. 3, 6-, 2, 4. 5-» 2, 4. 6-. ^fe«3. 
4. 5-hU>th^r->: 2-. 3-. ^>S:«4-Xh^>' ; 2-, 3-> 
4-:/0 7}?:^>' ; 2 3-. *yc:«4- h'J:7;i^:f Ppt K^^i^ ; 2-. 3 
*;fc«4-i^Ty ; 2-, 3-. *^tt4 -X h □ ; ?a:e,OC{CZ:necog^S:fe 
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2, 3-:t^'^i^7'/0)V. 1, 3, 4 -:t^V'i^TV^) y^lfr.)]^. 1. 
10 2, 3-^TiP7V'))V. 1. 2. 4-5^T>^TV'J>>K 1. 3. 4-^7zP7 

v»j;k 1. 2, 3-hUTyu;K 1. 2, 4- hUTVu;K "7"h^vu;K 
truv';!/. hf' J iS^>'::i;K tru^^'-jK ^7z^=^)V. hgTv-;K ^y'j;K 

3 ^14cD^#:K?*!S'&1®3g^»OA#:M^: bT«, ^>y:7 ^n;!/, 

H— OiJ^vu;^ ^>v-r^^vu;K ^>y:^^ii-vu;k i. 2-^>y 
v:t^"9-Vu;K 'OV^^TVUiK i, 2-'^>v-ry5^TVu;K ih- 

y^itux;K :7^7>^-;k :>-75^u>'-;w. t'U-;!/. >^7^u>^x;k ;^;;V' 

20 aVU;K a-:<7;i/jJ?»Jr:;K jS -*;V7|?U— ;K r-:t?;VJJ^U-;K 7i7Uz^ 

^T>hl^x;K 7x:^hU>^-JW. 7x:^-hPU-JK -OKUv^x;!/, 
tfDD CI, 2-b] t;»Ji5^>?zi;K e^yp CI. 5-a) tfu>?;u -r^i5^ 

V ci, 2 -a] eu>^;k -rsiS^y ci. 5 -a) trus^iK -r^yv ci. 

25 2 -b) fcfU^'>^x;i/. -f^^y CI. 2-aD tTU^v'XjP. 1. 2. 4-h 
UTl/D C4. 3-a) trUv^JK 1, 2. 4-hU7VP C4, 3-a] t!U 

38 



BNSOOCID: <WO ^03091256A1 J_> 



wo 03/091256 



PCT/JP03/05024 
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cc^o ccc" 6 

H 

RieO- 
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\^^xh^\^>i&mT)v^:^)v. mm'^tix\^^xh^^^i&m7)v^=^)v. /\u^>. 
tHD4^'>, m^-^nx^^x^^i^^i&mrjvn^z^. n^-^nxi^^xh^^^rv 

ViT%a;i/W5y. sm$nTViT'ba:V^T5>^/> T^^H. :^ho. -hay, 

^nx\^>xh^\^^mmm^^^^ mm-^nx\^^x%^\^^7i^)\^^ ^^xsh^jmrn 
z^v)vmf)m^f^n^o mmm^^^t-rnu. ^(omtim-sm^ »*b< 
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R 1 7 S — 

:t:/^;U^:t. t->^^;i/^:^. ^^'>;W5^;^-#CDM^|&l7^Vi 
RiaSO- 

[^^. R.s^^mm-^nx^^xh^^^^mitTi^mm^rcitmmmm^^r] mxm 

20 

; RigS (O) 2- 
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R20S (O) - 

f>mif^n. m^^tvx\^mm^r^\-i^^^(^Wi^^^^^^^^ (>^^a7)v 
±ia© rmitT^mmi ©t;v^;w. r)v^=^)v. 7)v=^=i)vm<DmiiLx\t. 
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fcf^yU;^ 1, 2, 3-:t^+)->?Tyj;K 1. 3. 4-:t^1t>'TV 
U;K 377if:x;K 1. 2. S-^Ti^TVU;^ 1, 2. 4 -^^Ti^TVU^k 
1. 3. 4-5^T>^TVU;U. 1. 2. 3-h'jyVU;k 1, 2, 4-hUT 

^>V5^tvu;k 1, 2-'^>v-i'y5^Tyu;K iH-^>yhUTyu;K 

7x:M-«j>'~;k :7x^ho>j-;K 'r>HU>'~;i/. tfop Cl, 2-b) 
20 tfUiS^>?-;W. tf^yp CI, 5-a] trU':^;K -r^:5^y Cl. 2-a] tfU 

e^jw, -r^^y (1. 5-a) -i-^yy ci, 2-5] \i:^)^v=L)v. 

-rs^yCl. 2-aD tfU^>?-;K 1. 2. 4-hUTyo C4. 3-a] 
tfUv^;K 1, 2, 4-h'JTyD C4, 3-a) tf U y>?:n;i/^;d«#tf ^n-So 

25 '^vy Cb:i yu;K 2H-tr^>-3— r;i/, 'fy^>yy^>. zh-c^u 
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^\,^mA'^tc.\%-^mm<Dmm^m.iti\f^mm\ . mwk^nx\^^xh^\>^7')-)V\ 
mwk^nx\*^xh^^^mmmmti\^mmi (D0^\^^^^^mii^x\-t. rta 

3 -b Hp=^^'>- 2 -7x:n;i/7'ot!;K 3- (2, 4-5^ 
3_;^}.:^c^_2-7x-;i/:/at!;K 2- (2-y5^r:;w:e-^>') -3-^5" 

3- (2, 4-z^bHo^>':7x::i;V) yDt!;K 3- (2, 4- 

h^'>:7x::i;v:^;W7j^-;v) 2 -bHD^r>'-:/^;w. 2-bHD 

^i^-z-:^=j')\^-^>=f-)V. 2-^ h^v-::^5^;K 2-^h^>'-3-^^ 

X^;K n-'fu\£)W \-'fu\±}V. n-y^;i/. i 

n-^>5^;k 3-^5^;py^;u. 2. 2-i^>t^;i/:/D^;k n-^s^v- 

u:^=^)V. 2--fu^r.)V. 2-^5^— 3-:/"7^— ;K 2 -x5^;i/- 1 
xx;k 3-pt5^Ji^-2-^^-;K i-^>7"-;k 2-^>5^-;k 4-^ 
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-p r«-ryyptf;K tbs«, t e r t -^5^;w>?>t5";w->u;K sem«. 

2- (l>'J;'t5^;Vv'U;i/) Xh^v-pC^^jl/S^T, Bz Hi. ^>>?;U. Me«. 
^5^;W Ph«:7x— ;K M0M«> TMSJ*hU;*5^;l/>'U 
prenyl^. yi/x;US CT^^t)^. 3 2 -yT-x;i/S) , 
p r e n y 1 o X yt^yi/— ;p:^-4^>^. roCgHn-cj JA, ->i7 D^^^i^;!/ 

7.;l'3j>x;W. TBDPSJ*. t e r t -t/^^Jl/ 7 X— Bu'l*, t 
e r t ' P r -f V :/d tf;U, p i c o 1 y 1 o X y tt. tfn U ;V 
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XHR 
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:^ftm<t^m (I a) \m^v<\tit^i^ (d tsd, <fco$f*b<mt;^ 

m (I -1) Tab^o fb'&i^ (I a) iz^^^X. Rl a«0^b<«g^$tlT 
lriT'bJ:Vv:«7;W\*^-r;UT*D. J:»3iSF^U< «-C0NR l R R2 
a«$f*b<«7KmT*So 
Yb-a-i^ (la) \Z^^^X. Rla, R2a, R3~R5d^, -en^'tTfiE^COm 

R2f}mm^nxh^\^^7^j'-)vx$>ir) R^-^^Ti^m^rMmm'^tixh^^^T^ 
yx$>y) ; R475^7K^'e*D ; R67&w^snTt>J:(.iTU-;wTab'5, <t^mx 

R3*^7K^*y^«Miei$nTViTfe.kViT5 y : R4 7&^*^"T?*0 ; Rs^&i. 
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±mmmm^iz^^^x. R2ii$f*b<«. mm-^nxi^^xhJ^\^mmmMx 
zsy^rc\,tyx.=L)v±<oii:Mo&imiz^Uiyn^o r stc^fett^sm^nxviT 

)V^U> («BJ : -CH2-CH2-CH2-CH2-, -CH2-CH2-0- 
CH2-CH2-) . "Ey^tzUi^i&mrJi^^Jl^. ®^$nTViT'bck(^>:7x— 

)v immm : ADy>^) mx$>^o 
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10 

«il^l^^<i:om, warns Ma®!t©^S. Wtl^tcD:^. 

15 7S:^(^>T;^;<7U±!li^S^a. Jfe^mcTJW^-'^rAtS. 7>^=i^Am:^af>m 
'Ji^>, enU>. X:$^/-;VT^>. >?X^/-;WT^X hUX:$'y-;i/T 

^i(Dmtvx\t. ^fst. mm. h^jyjv^i-amm. y-^jm. >^=L^ms m^m. 

•?U^>m. ^:^>m. 3Ai^^. V>::dm. ^>^Jim. T7.n)V\l>m. ?L 

m. if)v=i>m. pt^>x;i/7i>>^. ^-h)Vj:i>ys)v^>m. ^>'^>7.)V:^ 
>mn.Eh<Dmfimi^ti^o mm^r ^ ymt.<Dm.ii\^x\t. 7;w^->, g 
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mmmz%m^vn^o z.o^^oum'istmrr^x. ^ri^<DU'^mt.mm\z:^ 

10 <fct)mii-rsj&^. ^tc\t.±^m'&^(^u^^^^^\^xi)^^<^^<D:fjm\z^K>6i^ 
mt^-:^m\z^K>nmt^o 

-fuYyyiryi.. it^mi^rc\t^mm\z^mx^^m^^-r^'^Ku (p) h 

15 ^n^etj^f^TT'-f >}^:^iz^h^xm^m\zm^f3i<\:'^mt:f3i^<t'^^x3b^. 
mt^^ommmt.wimmi^^rc\t^&mmi^<Dmm\z^^^x^ii^m'r^-^^. 
^mmmm%m^mz^n^mmi^. mmm^is^^ WLmmm\iz^^^xmmx$> 

S (Bungard, H. , Design of Prodrugs, pp. 7- 
9, 21-24, Elsevier, Am sterdaml985)o M^it. 

20 htizf3i^mii<t'^^tm^f3i7}in'-)\^^Rjts-^-^^ z.t\z^^xmjt^n^ 
xx7^;k i^rc\thi:izi3:^mmt'^m^mmi3i7^>^s.]t^-^'±^:it:izj^^ 

e>nTVi-5. mt^mi!)'^^vx^^^^^m:fy^^mm-^n^^i^^mmm<D^rc\t 

25 c 1 -c6t;u^;wxx^;v (M^Ji. ^5";1/xx7^;k x5^;wxX"x;k n- 
:f p tr>ii/xx7^;w> -f yyDbf;vxxx;K n-:/5^;i'XX-r;K -ryy^;ux 
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N->?x5^;u^Uz3-;i/7'^ Hxx7^;i/-e*s. ;»^5^;i/xx7^;UT*syp 

(I a) Tra:b$n^{b^«fe^CD:M- U ':7AI&i:3 "^Yl:^ 
5^;U (Aldrich Chemical Co. .Milwaukee, W 
5 isconsin USA;^55#^No. 2 8, 9 5 6 - 6 a: UTA¥ oJtB) 

tr-So x5^;wxX5^;i/TSsynH^y^«. mx\t. (I a) T^:b$ 

n^it'^m(Di-h^J^2xmt3K7it:r^)V (Aldrich Chemi c a 1 
Co. .Milwaukee, Wisconsin USA; Mia#-^N o . 

10 I - 7 7 8 - 0 i:bTA¥RJti) SrRli&^it'S (>^;>t5^;l/7j^;l/A7^ H^^^j® 
ff) Ci:{C<fc»3tlagT'5^:<i:;^tT^So N, N-S^X^;i/i^U HXX 
■7^;l/T^^7'P H-^iy^«. (la) •r^t)^n'5{b^#j(D:^ h »J •j/AJ^ 

t2-5^DP-N, N->?X5^;UTir>T^ H (A 1 d r i c h Chemi c 
al Co. .Milwaukee, Wisconsin USA; iiia#-^N 

15 o. 2 5. 0 9 9- 6,fcbTA^pJt6) SrSl^ii^-B-'S (v^;<^;V3j^;i/AT5 

ypH^^;/i^tt. -fiSiC (I a) X-miD-^tl^it-^mo^^h^J^AmiiA- (2 
-i7PPX^;i/)^:;i'7l;U>4i^«l(A 1 d r i c h Chemical Co., 
Mi Iwaukee, Wi scons in USA; MiSS^No. C4, 2 

20 2 0-3 tbTA^Rjtg) ^fes/S^-a-s (>^>^5^;i/3i^;i'AT^ H^^^jg^t*') 

A^;U^^« ( {7)\^n^iy:fy)l:^zi)l) T)V^)V:i.7s'T)\^<D^ofS.— 
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Tii^mmm) m^%^*«^tf^n-5. -ruty^. A^Wimz:^n^i^AD (p) h 

HI#m^bT> ^rc\ts NAD (P) HtCHjgf -SS^SSr^Wrt* ^^»r^<i:bT 

(m^\ii. mmmmm.) , ^mm. mmm) . mmm 

mmm. 7.zfv-nm<DwmmMiivxmut.fc\t^fpmumziSL^^^ z. tit^x 

m-^m. mmm. mmmmm. ^ii^^mm. f&mm. ^mm. mmmmm. 
4m. m^mmiz:^if^mm. mmn^ms mm^m. mm<tm. mmm. mm 
4mmi)^m^ff=>n^o ^tz. '^-mzjt^c. mmi. mmmi. m^m. -wmm^ 
(Dmmmiiam^m^^^^t-f}ix^^c x. :$inm(Dm^mzit^^m&.^<DN a 
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e*S^ D-'7>-h— ;k ^^-fe;VD-x. 5^^7.hu>. ^^;i/-fe;PD— X, 
p— X, ;<j;i/7t?^i^^5^;i/ii;wp-x:«j;p->'>A. :*7>'7^>5|5. 5$:^^>5^, 

S3 
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10 
25 
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Si4?PJ» «»J^«. 7i?Ufcf— ;wt;U3-;k j^^U H-ji/eau h>. 

15 

D-v>xi — }\^mfimi^n^. 

25 ?^4^^lfiJ{'*5ttSI»JglM(^$f3S75:^J<hbTtd:,/1^^^i^^BS^xx^^^ 
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t?i^\t. mx\t. u^mizvxmm\z. m^x^^^mmiz^v<\-imn\^T ; 
^rMM:^mzi!)^<D\,^'rni!)^xn^'^nm^o zint*, m.^^t>-^nrcmMf}^. 

i^mwm^. PNAD (p) mzw^'t^mi^(o%m.ff-n.^n^mziiAY> (p) 
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mmi)^Bi^-r^m^^K)hmiz. nad (p) H:t=¥i^y'-:ifmmm^±.m<D^ 

^mmikB. :^m^mjk&. zf-;i.H:/^^y HitijuuBE. w^^mstz. wim^^m 
MS.. mMmMR. ^mmmjfsLB> piMjE/tit. ^m^mMEE. mnBmM&. 

i^JlilJBE. ^fc«NAD (P) H^^i^y—^^m.m-r^(DiZ-['^:fSim<D-'^^ ( I 

10 a) 'vmt>-^n^^t^m<Dfhm±m^f3im^mm.mm\z^-^'r^zh^tiZ^^t-$ 

h\^<\tmmmnmmmy ^rMNAD (p) H^^i^^-i£t:m.m-r^<D 
15 izir^um<o-^^ (1 a) 'vmt>-^n^4t^m<D^m±m^f3imt:m%mmiz 

20 mmii.mmm<t. hv<um^^mmm<t. ^rc\tNAD (p) Hi^^v-^s^-if 
t:mmr^<Diz+^fsi&(D~m^ ( i a) T^^^^n^fb-^iKKDi&jsiw^^fes 
^m%mm izn^t -set <h ^ wii^a ^ o « 

^i^^-if^mmr^oiz-i'^fsimo-'^^ a a) T^t)$n.5<b-&2^c^?&if 
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fs^moy-^^ (la) -cmt>-^n^<t^^(D^m±m^f3:m^m%Wim\zi^^-r 

:^Bmm^. mMi^mmi t\t. 'mmm. i>b<«^f^. ^^^nad (p) 

H:t^i^y'-^^m.m-r^<Di,z-\'^nim<D-^^ (i a) x'^t>^n^it^mo 

mm. *fc«NAD (p) H^^^^^'-\£^m.m'r^<D\z-i-^^^(D-m^ d 
a) x'mt?^n^<t^^(DBm±m^^M^m%wimizist^'r^zt.f)m^ii^ 

hVK^t^'&mi^'L-. *fc«NAD (?) H^^iyy—if^mmr^<D\z-]r^u 
mo^-m^ (I a) xmt>-^n^<t^m<omm±m^^^mt:m%Wim\zn^-r^ 

^i^n0i. ^fMNAD (p) H^^'yy—if^m.'m'r^<^iz-t^fsim<D-'iSi^ 
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5 ^ u Ti4i5@5i*^. mm'^^'m-A. jimitpssi*^. mm'&^m'^. ne^itMssife. 

«NAD (P) H:**^^^^— lfS:ffi$-r«<D(C+5i';5:acD-«Jit: (I a) T^:b 

10 

mLmm-^^. m^'m^mm-^^. >mmmm-%^. m^'im^^. 'mm. m 
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mB.. *^c«NAD (P) H:t^i^^-if^m.m'r^<DiZ-\r^Um<D-^^ (I 

:^mmm^> rjgj L\t. mm mpL\t. mmmm. mftn^m. *>: 

^m. ^^M^ rL— f>i^)ffii^, ¥m!K^Mx mf&m^M. mmmm. 
10 ajs. mmm. Mstjjijs. h¥±-^3®. ^^e^isjs. mis. f^mm. ^ 

mmm. %m^m. %m^mm. mmmm. umm. m.m^m^m. wmmm^ 

nmm. mm. ^mfmrn. m&m. ^v<\^±^m) . *^c»nad (p) 
H^^z^y—^^mm-r^cDiz-i-^fSimo^-m^ (i a) T^mt^^n^it-^^o 
15 ^m±^^^m.^m%Wimiz^^r^^Lf)^'Z^mt-^n^^mmm^^^o<. 

m^i3imMm^<e^^^$>y). ^vT^nm<Dit^m^ist^'r^rcfi>\,zm^^^n 
umm. ui^^m^^nm^'mfs.E) ^m\^x(D\^mz^y)) s-^$n#. ^ 

25 JSg?S (sa^[^aW*iO^MIgS(^ai^^^^b ;r^^FMftl>r«. Omma 
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0 lmg~ 1 0 g-e^O. $f*b<«. 0. Img— 1 g. Img — l 0 Omg» 
0. lmg-1 OmgJfe^iT^O^fS. #MJgPS#Oi©-&. 0. 01mg~lg 
T^O, ^f^b<«, 0. 01mg~100mg, 0. 1 mg~ 1 0 0 mg. 1 
mg'-lOOmg. 0. lmg~l Omg;i^£"efeOf#So 

x\tuy<Dnm:bm^rc\t^tnzm\:^^:^mm\ff^H^o it'^m (i a) (Dm 
fetLT, it^m (I) (Dm^^m^-r^o 
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;\oy>mmm^7^j-Mzm^-r^izit. m^i^. &.'r<DR^^^ (id 
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u z u k i R^^izmCX^Z.:f3i^\,:i^\,^o 

Pd|g#:*5ctZ>'T-fe5^l/>'ft:'&i^<£fflViT, S o n o g a s h i r 

\t-'mitB'ymf3:^iz^Kf.5&mm.'^±<oA^mi^i^\t^B,iz/\a^*>^t^nn^o 
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POGI 




^^mo^ (I) (Ofb'&itfefotr^vo [1. 5 -a] trus5^>m#i&^^^ 

'r^:^mt. i^^T^-So mXit. Novinson, T. :Robins,R. 
K. ;Mat thews, T. R. , J.Med. Chem. 1977, 20 (2), 
2 9 8-2 9 9. *5<fctKAn n. C h i m. (Rome), 1 9 7 0, 6 0, 2 
2 5, Ann. C h i m. (Rome), 1 9 7 0, 6 0, 2 2 7 Sr#fi8(^C:<h, 

&rfO)K}t-^ ( I V) 



iz. ^crc^h>(D/\uy>^tiz^y). e^vp [i, 5 -a] eu^>^>^# 
m\t. $ n^^^<Dmmm^^rc \tmmm iz^t^ vxm^ $ n^s: ^ ji t 




EtOCH=C(C02Et)2 



AcOH 



EtO^C 
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m m m 



10 



mmm i ) 

(7 -^naif^Vu [1, 5-a] eu ^ 5 -*;V7t?>^xf^;i/XX 



Novinson, T. ;Robins, R. K. ;Matthews, T. 
R. , J. Med. Chem. 1977. 20 (2). 298-299 \Z^\^^^ 

(tf^VP [1, 5-a] t!'J^>?>-5-;^j;W4^>^x5^;UxX5^;KZ>-&^) 
CI 



7-i^DDtf7Vo [1, 5-a] tru^>^>-5-:*f;i/jJ<>^x5^;i.xx5^ 
;i/(15. 0 g) . B^^:J-hU':7A (6. 5 4 g) . 1 0 Sg/t^i^'^A^^ (6 
6 5mg) <Z)@^^X5^;W-Xi$'y— ;i/ (l-l, 5 OmD M^^SrTK^SfiBm 

Tmi^i^fco Rit^mrm.. R^^m^^m. m&mf^i^rc. ^m^mm:j^9')uzm 
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^nmi^:L^ y-)v^K>mm^v. mn^u^^ o. 9g, 7 8%) ^mrao 

mp : 114-11 St:. 

(3-yD^t!^VD Ci, 5 -a] tfU5>'>-5-;<j;P3j^>^x5";Wxx 

5^;w*5j:Df3-a-h*tr^Vp [i, 5-a] tf>j5>^>-5-*;i/4?>^x5^ 



hf^^/D [1. 5-a] tr»J$>^>-5-;^7;i.7j^>^X5^;i/XX^;U (6. 0 
Og) <D^ouvtz)VA (6 0mL) MmiZ. ^l^T. MzM (1. 6 1mL) <D^ 

PD5f:;i.A (3mL) mm^mTvrcio mul 5^mmi^^^. tk (i o omD 

^V. HfeftJbi^ (S. 0 3 g, 9 5%) ^nrc. Mp : 113-11 4*0. 

e^VD [1. 5-a] tru$>?>-5-;t7;i/7j^>^x5^;pxx7";w (1. 5 

3 g) , ^mt—B^m (2 3mg) <Di70U^)VA (1 5mL) 4 Ot: 

Tv — J&'fka':;^ (0. 7 0mL) ^myvfcc ^c^KJtMmm^mf^s 0^ 
^mmji^)\^-^^^>^r)nm^v. n^^^^ (2. i3g. 9 8%) 



Et02C'^N 




orlQ 



X 

XaBrorl 
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fc. mp : 1 4 5 - 1 4 6*0. 

(3-:/D^tf^yD [1. 5-a] t!U^v>-5-:*;i/2j^>^:fe<i:t;t3 
[1, 5-a] hrU^>?>-5-;t;;V3l?>^<D'&^) 



EtOaC 




NaOH aq 



HO2C 




XsBrori 



10 



[1. 5-a] tf Ua>^>-5-;^7;V'3j^>^x5^;i/XX5^ 
)V (3. OOg) O^rS^y-;!/ (2 0 0mL) ^?^(3 2^^7Km<k:^hU'>A7K 

(1 imL) ^M^. ^i^^mmm^mmrso^mmt^mi. ^^r. 2m 
^m.m (2 2mL) izx^mvfc. y'-)i^m&^^vxn^tircmm^^ 
m^v. TKiJt. Mt^m> m^mi^ (2. 6 0 g, 97%) ^ntco uv :m2o 
ox: mm) o 



3-3-Htr7VP [1. 5-a] \f^J^>>>-S-tl)\^:^>m:r^)VX.X7' 
15 ;l/ (2. 1 0 g) J:Ol^imiCUTltfe@#: (1. 8 2g, 9 5%)^#;feomp: 
*«J2 1 5'C (*?I2 0 O'CiZX^m) o 



20 



(^*S0y5) 

(3- (3-i7DD:7x-;W) tf^l/O [1. 5-a] \f^J ^i^>-5-t!)V 
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10 





EtOzC^N^ Pcl(PPh3)4 ^ ^^2^ 

KaP04 



3-yp^:t!^Vo [1. 5 -a] t?U$>?>- 5 -:tr;V4^>^x^;i'XX7^ 
;u (18. OOg) . 3-^pP7xn;i/«^^ (12. 5 0g) , D^m:^U 
-^zA (3 1 . 1 2 g) . >»:t^it>2 0 Om 1 <Z)?l'&?S^^^^i5STTiSi^UT 

T^h^^x ih^)yT.=L)V^7.y4» n'yv^h. (o) (i. sog) . ^ip 

3l^fBli0^jli5SUfco tKI 5 Om 1 IC^^*^^, > 

^-i-5.;l,_j.;i,X>=8 : 2) T-MMbT, 3- (3 oo:7x:r;v) tr^V' 

p [1, 5-a] trua>^>-5-;j!3;i/3i^>^x5^;vxx7^;i/ (is. 0 5g. 

8 9%) S*lfeSt^ai?t#]/S:. mp : 1 2 6 - 1 2 e-Co 



(^^6) 

(3- (3-i7Pp-7x::i;W) e^Va [1, 5-a] tfU ^>^>- 5 
15 4^>^<7)^J^) 

r '> NaOHaq. JL 





3- (3-i^pp:7x^;w) e^v^p [i. 5-a] tr'j = >^>-5-:^;V3j5 
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>^X^;i/XX5^;i/ (18. 00 g) , 2 Oml . /rh^\z}iay 

^> 1 2 Om 1 (DM^miZ. 2mM7i^m4ti- h U ^Ayi^mme Om l ^UOpL. ^ 

3lb. 3- (3-^nD:7x-;P) tf^Vn [li 5 -a] tru 5S^>- 5 
;i/4^>^ (14. 0 2g. 8 6%) SrHfetfJl^aT^f/^. 

(IIJSM7) 

(N- 2->'^D'\:^^i^;i/:7x— ;i/ 3 -(3 - i^nDy'a:— ;w)e^i/D[i. 

5-a] t!U^i^>-5-T^ 




CI 



3- (3-i5'PD:7x:z;|/tr^V^D [l, 5-a] fc?U a 5 -}it7;i/#> 
K (0. 0 8g) . 2->'^P^^'>;i/T-U> (0. 0 6g) . N, N->?^ 
5^;V7j^;WAT^ H 2 m 1 rl'&jgetC, 1 - t K □4^>'^>y h U T ( 0 . 0 5 

g) . mm 1 -X5^;i/- 3 - ( 3 - >?;>t^;i'T a y y □ fcf;u) a H ( o . 

0 7g) . SrJnA. mWT^2mmW^Vrco S^&a!JC7K2 Oml it 

^■tJ->-Stmx^;>=l : 1) TffiMbfc^, BtKx^;l/TWJ!gbT. N-2- 
:y^a^^iy)i'yx.=-}V 3- ( 3 - D P ^xx;!/) tr^yP [1, 5-a] 
fcrUa>?>-5-TaH (0. 08g. 64%) ^n^^^^-vmft. mp : l 
6 0. 2-16 1. 4t:. 
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H 




Ann.C.im. (Ro„,e) , 1 9 7 0, 6 0. ^^^■^^"H' 
rn. (Rome). 19 7 0, 6 0. 2 2 7 mp : 2 5 6 - 

2 5 7'C, 



10 {mmm9) 



EtOaC^ N 
H 




=v POaa.DMAP 



pyridine 



EtOaC N 




3 5 - 1 3 7^:, 
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mmmio) 

(2-:7x-;w-tr^Vp [i. 5 -a] tru ^>?>- 5-;<7;i/zi^>^x^;v 




2-y:c=iJV-7-^un\f^'/0 [1, 5-a] tfU ^ 5 -*;i/3j?> 

^x5^;i/XX5=-;i/J:0. mmLfc}d^Vu [i, 5 -a] tf>ja>^>- 5 
3!}^>^X5^;PXXx;KC>'&fi£jit;:t«ei^i^^bfe, mp : 18 0-18 ix:, 

mmm i d 

(2-7xx;i/-tr^VP Cl. 5.-a] kl^J ^i^>- 5-iJ}l^>m<D^^) 




2-7xz:;i.-t!^V'P [1. 5-a] fcf U 5 -;«7;V3j^>^x^;l/X 

xx;v<fc»9> Mi^bfcs- (3-i57dp:7x-;u) tr^i/p [i, 5-a] tru 
(N- (2-^:;i/3j^uy 7xx;i/) 2 -:7xii;we7i/p [i, 5- 

a] \^V^i^>-5-T^]^(D^^) 
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15 



l^,N /=\ CICOEt . EtsN 





HO2C N Q-O 



mg) , hUX^;VT^> (0. 09 iml) Oxh^tHn^^> (10ml) 
-4 0X:-t?^PP^^X^^K0. 0 5 3m 1 ) ^JP^=feo Mi-. 2 
5 ^;v>l.Uy^>i^;VT^> (1 1 5mg) Oxh^tHP^^> (2ml) 

,0 ;V 2-7x:.)V^^>/nLl.5-a]lfUai.>-5-TaMl42mg. 
6 9%) ^^#^0 mp : 1 9 0 - 1 9 2X:. 

(HiS^ill 3) 

(2-T^/-4- (3-^OD:7x^JW) tf^^/->'l') 




rhem 1995. 32. 291. 
j.Heterocyclic. ctiem. .iJ'^ 
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- 3- (3-^Dd:7jc:::;1/) -4, 7-vhHot!7\/o [1, 

5-a] fcf'ja>?>-6-;^j;V3j^ >^x^;uxx jkd-^^K) 




2-Tsy-4- (3-i^po7xx;v) tf^i/— ;v (5. 7 3 g) ©e^K (5 
7ml) tc:>^x^;i/Xh4^i>;<^l^>'7D^-h (6. 5 8ml) ^Jq^. 5B# 
^IJP^iieSEUJ^:. e^^Sr^g^JEW^Ufcm. e^^X5^;U (3 0ml) ^MX. 15 

DD^3:x;W) -4. 7-v^l:: HPtf-^VP [1. 5-a] \ffJ^i^>-6-iJ 

;ujJ^>^x5^;vx;^5^;u (7. i5g. 76%) ^#feo 

(^M^Jl 5) 

(3- (3-i^DD7xx;l/) - 7 -i^DOtf^VD [1. 5-a] kfU5>^ 
>- 6 -i3)V:^>^Ji'^)lX.Xy^)V(D^^) 




7 -^=¥V-3- (3-i^DP:7xx;U) -4, 7->^t HPtf-^VP [1, 

5-a] tf'J5>?>-6-;^;i/j}<>^x^;uxx7^;Ucfct). 7-^pptf^VP 
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[1, 5 -a] tru^i^>- 5-:^;P4^>^X5^;VXXx;i/0'&fi£^?&##lC'& 
fiKl/^S:. mp : 14 0-14 It:. 

(3- (3-^DD>'xr:;V) tf^VP [l. 5-a] tf U ^ v>- 6 
4^ >®^X5^;VXX ^)V<D^^) 



3- (3 -:i7DD>'x-;l/) -7-:i7PDlf^yo [1, 5-a] fcrU^>^> 

-6-:^;i/4^>^x5^;Pxx7^;w<fcf9Htf3Zlibfcfc!^Vp [i, 5-a] fcf»J^>? 

5_;^;V3j^>^X5^JWXXx;V®-&fife^lwtJ£Vi'&^b;/S:o mp : 1 34. 5 
-13 5. 5*0, 

(^JSMl 7) 

(3- (3-^PP7xX;W bf^V^P [1. 5-a] tf U ^ >^>- 6 




3- (3 -^pp:7xx;|/) tr^VP [l. 5-a] t!U5v^>-6-:^;W4^ 
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-a] \:lV^z^>-5-:fj)l:^>m(0^^mz^\,^'^^Vrco mp : 2 7 2-2 
7 5t: (r^-^) . 



mmmi8) 

(N - {2- (4- t i-^i/;tj;P4^::i;Hf^^>?y) >'ac-;P} 3 
iS-^auyx.-)]^) tf^VD [1, 5-a] tru a>^>- 6 -7^ KO-^ 



HOgC 




EDO , HOBT 
CI DMAP 




3- (S-i7aay3L=L)V) tr^yp [l. 5-a] \:^^J ^z^>- 6 -tJ)l^ 

>m^y). mi^iyrcN-2-i^^u^:^i^)vyaL=.)v s- o-i^ony^^^ 

;U) e^VD [1. 5-a] \::'j^i^>-5-y^\i(D^0^mzm^^^vrco 

mp : 2 0 1 - 2 0 2*0 i^m) . 

(^Ji^ji 9) 

(N- (2 -tf^^v^y^o:-;!/) 3- (3 -i7DP7ai-;i/) tr^ 

\/D [1. 5-a] tfU5>^>-6-TS HO'&liK) 
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_ (3_/;op7x-;V) If^yP [1. 5-a] tfUai^>-6-TaH (3 
OOmg) . h^Jy)V^^^m (0. 4 2ml) (D^au^.)VA (6ml) mm 

bfc^. 5^ b ^ t H D 7 ^ > - V tf;vx-5=-)Vi 0 nm^itv. n - ( 2 
-t:^^5^/7x^;w) 3- (3-^ap7x^;i/) tf^^/p [i. 5 

-a] t!USi^>-6-TSl^ (2 2 0mg. 9 0%) Sr^ffc. mp : 185- 
1 8 8"C. 
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(^JSM2 0) 
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i L- >^ 4An 


NMR 




b 
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CI 
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A-14 






MeO^ H i^N-N 


A-15 








A-16 








A -f T 

A-l 7 
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f*^ H I'^N'I 
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NMR 






A-35 








A-36 








A-37 


— 


— 




A-38 


— 


— 




A-39 


— 


- 




A-40 




— 




A^41 


— 


— 




A-42 


— 


— 




A-43 


— 


— 


1 o COPh 


A-44 


— 


— 




A-45 


— . 


— 


^VV*^H20H 


A-46 








A-47 




— 


Me 


A-48 


1H-NMR(CDCI3) 6: 
1.86(3H. s). 2.34(4H, br), 
2.91(4H.t J=4.8Hz). 7.16- 
7.33(4H.m). 7.44(1 H.t. 
J=7.8Hz). 7.89(2H. d. 
J=7.2H2), 7.96(1 H. m). 
8.44(1 H. d. J=7.5H2). 
8.50(1 H. s). 8.89(1 H. d. 
J=7.2Hz). 1 0.54(1 H. br.s). 


165-166 
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iw »J m 


NMR 




1 1 


A-49 




203-205 


1 " i 


A-50 


H-NMR(CDCI3) 5:2.80- 
2.90(8H. m). 7.13-7.28(3H. 
m). 7.34(1 H. ddd. J=8.1.2.1. 

.2Hz). 7.42-7.49(1 H. m). 
7.90-7.96(2H. m). 8.48(1 H. 
s). 8.47-8.52(1 H. m). 
8.89(1 H. d. J=7.2Hz). 10.52- 
1 0.59(1 H. br). 


194-196 


1 £^ 


A-51 




147-149 




A-52 








I A-53 


1H-NMR(CDCI3) 6 : 
0.99(3H. t J=7.2Hz). 
1.30(3H. d. J=6.3Hz). 

1 RR(7H m) 4 1 2(1 H m) 

5.36(2H. s). 7.33-7.47(5H. 
m). 7.63(1 H. d, J=8.1Hz). 
7.84(1H. d. J=7.2Hz). 
7.92(1 H. s). 8.82(1 H. d. 
J=6.9Hz). 8.98(1 H.s). 






A-54 


1H-NMR(CDCI3) 6 : 
1.03(3H.t. J=7.2Hz). 
1.34(3H. d. J=6.6Hz). 
1.69(2H. m). 4.15(1H.m). 
7.26-7.71(6H.m). 7.73(1 H. 
d. J=6.9Hz), 8.41 (1H. s). 
8.74(1 H. d. J=6.9Hz). 


— 


Me 


A-55 




104-107 


1 BfiC ^ ■ 


A-56 
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NMR 


m^ct) 


CXnJ^O 1/2 j^2H 


A-57 




210-211 




A-58 




169-171 


Boe 


A-59 






Boe 


A-60 




— 




A-61 


1H-NMR(CDCI3) 6: 
1.00(3H. t. J=7.2Hz). 
1.30(3H.d. J=6.6Hr). 
l.oovZn, mA 4.07— 4. 17(1 n, 
m). 7.05(1 H, d, J=0.6H2). 
7.41-7.53(3H. m). 7.66(1 H. 
br.s). 7.70(1 H, d. J=7.2Hz). 
8.79(1 H. dd. J=7.2. 0.9H2). 




y 


A-62 


1H-NMR(CDCI3) 
3.02(4H, t. J=4.5Hz). 
4.01 (4H. t. J=4.5Hz). 
4.79(2H. d. J=6.0Hz). 
6.99(1 H. d. J=0.9Hz). 7.12- 
7.52(7H.m). 7.72(1 H. d. 
J=6.9Hz). 7.98-8.01 (2H. m). 
8.79(1 H. dd. J=7.2. 0.6Hz). 
9.01(1 H. br.t). 




H 


A-63 


1H-NMR(CDCI3) d: 
2.84(4H. br.m). 3.07(4H. t 
J=4.5Hz). 7.13-7.23(2H. m). 

7 29—7 39^1 H 7 49— 
7.57(4H. m). 7.69(1 H. d. 
J=6.9Hz). 8.1 3-8.1 6(2H. m). 
8.44(1 H. dd. J=7.2. 2.1Hz). 
9.38(1H. d. J=7.2Hz). 
1 0.95(1 H.s). 
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H 



A-64 



NMR 

llH-NMR(CDCI3) 6 : 
3.00{4H, t J=4.8Hz). 
3.19(4H.t J=4.8Hz). 
4.78(2H. d. J=4.7Hz). 
6.99(1 H. d. J=0.9H2). 
7.13(1H.td, J=7.2. 1.5Hz). 
7.21-7.52(6H. m). 7.72(1H. 
d. J=7.2Hz). 7.97-8.01(2H. 
m). 8.79(1H. dd. J=7.2. 
0.9Hz). 9.07(1 H.br.t). 



A-65 



A-66 




A-67 



1H-NMR(CDCI3) d : 
1.84(1H, m),2.43(2H.m), 
2.76(2H, m). 2.98(1 H. m). 
3.70(2H.s). 4.67(1 H. m). 
7.24-7.37(6H. m). 7.43(1 H. 
kj=7.5Hz). 7.75(1 H.d. 
J=7.2Hz). 7.88(1 H..br.d. 
J=7.8Hz). 8.1 0(1 H. br.s). 
8.1 7(1 H. br). 8.51(1 H. s). 
8.81(1H. d. J=7.2Hz). 




A-68 



A-69 




1H-NMR(CDCI3) 6 : 
2.91(8H. m). 7.13-7.28(3H. 
m). 7.45(1 H. ddd. J= 8.0. 
5.0. 0.6Hz). 7.96(1H, d. 
J=7.2Hz). 8.25(1 H. ddd. 
A-70 J=8.0. 2.4. 1.5Hz). 8.54(1 H. 
s). 8.55(1 H.dd.J=8.0. 
0.6Hz). 8.62(1 H. dd. J=5.0. 
1.5Hz). 8.91(1 H.d. 
J=7.2Hz). 9.34(1 H. dd. 
J=1.5. 0.6Hz 



84 



BNSOOCID- <WO. 



.03081 2SM1J_> 




85 



BNSDOCID: <WO ^03091 25eA1_L> 




BNSDC3CID: <WO ^03091 25eAl_L> 




87 



BNSDOCID: <WO ^a309126eA1J_> 




BNSDOCID- <WO ^03091 256A1J_> 




BNSOOCID: <WO ^0309125aAl J_> 



wo 03/091256 PCT/JP03/05024 







NMR 






A-108 


— 


— 




A-109 


— 


— 




A-110 


— 


— 




A-111 


— 


- 


H (^N'N 
^XJ 0 


A-112 


— 


— 




A-113 


— 


- 


H 

CF3 


A-114 


— 


— 


NHdOC 


A-115 







90 



BNSOOCID: <WO 030912S6A1_I_> 



wo 03/091256 PCT/JP03/05024 







NMR 




.NHBoc 


A-116 






NH2 


A— 1 17 


1H-NMR(CDCI3) 5: 1.40- 
1.65(1H. m). 2.08-2.22(1H. 
mX 2.87(1 H. dd. J=9.8. 
4.7Hz). 3.17-3.32(3H. m). 
3.41-3.51(1H. m). 7.12- 
7.21(3H. m). 7.33(1 H. ddd. 
J=8.1.2.1. 1.2Hz). 7.44(1 H. 
t, J=8.0Hz). 7.85-7.90(1 H. 
m). 7.9(X1H. d. J=7.2H2). 
7.97(1H.t. J=2.0Hz).8. 
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A-119 






Boc 
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A-122 
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NMe2 
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— 


— 




A-124 








A-125 


1H-NMR(CDCI3) 6 : 
2.53(2H. t J=6.0Hz). 
2.65(2H. t. J=5.1Hz). 
2.69(2H.t, J=5.1Hz). 
2.85(2H, t J=6.0H2>, 
3.88(2H, t, J=5.1 Hz), 
3.94(2H. t. J=5.1Hz). 7.23- 
7.29(1H.m). 7.32(1 H.d. 
J=7.2Hz). 7.37(1 H.t. 
J=7.8Hz). 7.82(1 H. ddd. 
J=7.8.1.5. 1.2Hz). 8.16(1H.t 






A-126 
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^NMeBoc 


A-127 
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MMaBoe 

Y H (^N-'is 

\aa/~-CI 


A-128 


— 


— 


Boc 

M 

CD 


A-129 






H 


A-130 






H 

OMe 


A-131 








A-132 


1H-NMR(CDCI3) 6 : 
7.34(1 H. dd. J=7.4. LSHz). 
7.40(1 H. s). 7.48(1 H.t. 
J=7.4Hz). 7.82(1 H.t. 
J=8.4H2). 7.86(1 H. d. 
J=7.4Hz).8.15(1H.s), 
8.35(1 H. d. J=8.4Hz). 8.40 
(1H. d. J=1.8Hz). 8.56(1 H. 
s>.8.91(1H.t. J=7.4H2). 
9.78(1 H brs). 
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NMR 


l|jl^(%) 




A-133 


H-NMR(CDCI3) <5: 1.40- 
1.68(8H. m). 1. 90-2.1 4(2H. 
m). 4.08-4.1 4(1 H.m). 
7.28(1 H. dd. J=7.7, 1.8Hr). 
7.38(1H.t. J=7.7Hz). 
7.76(1H,t. J=7.7Hz), 
8.12(1H.t J=1.8Hz). 
8.51(1H.s).8.81(1H.d. 
J=7.7Hz). 1 0.68(1 H. br.s). 
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^NHMe 

\5:a:/^CI 


A 4 it 4 


1H-NMR(CDCI3) 5: 1.50- 
1.65(1H. m). 2.02-2.25(1 H. 
m). 2.10(3H. s). 2.91- 
3,01 (1H. m). 3.09-3.25(4H. 
m). 7.12-7.22(3H. m). 7.30- 
7.36(1 H. m). 7.44(1 H. t. 
J=7.8Hz), 7.86-7.92(2H. m). 
7.99(1 H. t. J=2.0Hz). 8.33- 
8.41(1H. m). 8.51(1H. s). 
8.88(1 H. d. J=7.2Hz). 10 




^NHMe 

Y H f^^'X 


A- 142 


1H-NMR(CDCt3) 6: 1.51- 
1.65(1H. m). 2.02-2.1 6(1 H. 
m). 2.1 0(3H. s). 2.91- 
3.02(1 H. m). 3.09-3.25(4H. 
m). 7.12-7.22(3H. m). 7.30- 
7.36(1 H.m). 7.44(1 H.t 
J=7.8Hz). 7.86-7.92(2H. m). 
7.99(1H.t. J=1.8H2). 8.33- 
8.41(1 H. m).8.51(1H. s). 
8.88(1H. d. J=7.2Hz). It) 
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H f^5*'t\ 

<K^ o 
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II 
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— 
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A-156 






NHz 


A-157 


1H-NMR(CDCI3) <5: 1.19- 
1.35(2H. m). 1.67-1 .78(2H. 
m). 2.46-2.59(1H. m). 2.60- 
2.72(2H. m). 2.98-3.08(2H. 
m). 7.13-7.25(3H.m). 
7.34(1 H. ddd. J=7.8. 2.1. 
1.2Hz). 7.47(1 H. t J=7.8Hz). 
7.88-7.94(3H. m). 8.42- 
8.4?(1H.m). 8.48(1 H.s). 
8.89(1H. d. J=7.2Hz). 10. 




NHM6 


A-158 


1H-NMR(CDCI3) <S: 1.10- 
1.27(2H. m). 1.80-1 .9 1(2H. 
m). 2.20-2.33(1 H. m). 
2.23(3H. s). 2.60-2.7 1(2H. 
m). 3.01 -3.1 0(2H. m). 7.12- 
7.25(3H. m). 7.32-7.38(1 H. 
m). 7.44-7.51 (1H. m). 7.86- 
7.93(3H. m). 8.43-8.47(1 H. 
m). 8.47(1 H. s), 8.89(1 H.d. 
J=7.2Hz). 10.49-10.5 
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NMR 








1 
1 

A-159 


H-NMR(CDCI3) (5: 1.41- 
57(2H. m). 1.66-1.77(2H. 
Ti). 1.92(6H. s).2.27- 
2.41(1 H. m). 2.62-2.74(2H. 
fti) 3 08-3 19(2H. m), 7.12- 
7.32(4H.m). 7.42(1 H.t. 
J=8.0Hz). 7.88(1 H. d. 
J=7.2H2). 7.87-7.95(1 H. m). 
8.03(1 H, t. J=2.0Hz). 8.37- 
8.43(1 H. m). 8.52(1 H. s). 8. 
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H 


A-164 


1H-NMR(CDCI3) 5:2.79- 
2.88(8H. m).5.15(2H. s). 
7.09-7.25(5H. m). 7.31- 
7.50(5H. m). 7.85(1 H. d. 
J=7.2Hz). 7.90(2H. d, 
J=8.7Hz). 8.43(1 H. s). 8.49- 
8.54(1 H. m). 8.84(1 H. d. 
J=7.2Hz). 10.48-10.58(1 H. 
br). 
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H 


A-169 







99 



BNSOOCIO: <WO ^0309126eA1J_> 



wo 03/091256 



PCT/JP03/05024 



(S^^air3'5^) ^ 1 








NMR 




1 Boc 










1 A-170 







1H-NMR(d6-DMSO) d : 

2.78(8H.s).7.11(1H dd. 

J=9.2, 9.2Hz). 7.19(2H. m). 
^ 7.29(1H.m). 7.71(1 H.d. 

^^^^^ J=7.2Hz). 7.85-7.95(2H. m). 

8.35(1H.m). 8.85(1 H.s). 

9.35(1 H. d. J=7.2Hz). 

1 0.35(1 H.s). 




,OMe 



A-172 





1 

u 

A-173 


IH-NMR(CDCI3) 5: 
3.25(2H. t J=8.2Hz). 
4.70(2H. t J=8.2Hz). 
7.14(lH.t J=7.3Hz).7.2CH 
7.30(2H.m). 7.38(1 H.t. 
J=7.3zHz), 7.60(1 H.d. 
J=7.3Hz). 7.85(1 H.t. 
J=7.3Hz),8.15(1H. s). 
8.36(1 H, d. J=7.3Hz). 
8.52(1H.s).8.81(1H.d. 
J=7.7Hz). 
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A-193 






^NMeBoc 


A-194 
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BNSOaCID: <WO ^030912S6A1 J_> 



wo 03/091256 PCT/JP03/05024 * 

(Si<Do-:J#) 







NMR 




^NHMe 


A-195 


— 


— 




A-196 


— 


— 


Ki 0.9HCI O.7H9O 


A-197 


— 


— 




A-198 


— 


— 




A-199 


— 


— 


N^NH H f^N-'l 


A-200 


— 


- 




A-201 
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BNSDOCID: <WO g309ie5eA1J_> 



wo 03/091256 PCT/JP03/05024 







NMR 




Boc 


A-202 






o 








Boc 


A-203 






Boc 
N 


A-204 


- 


— 


H 

O 


A-205 






o 








H 


A-206 
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BNSOCXSIO: <WO ^03091256A1J_> 



wo 03/091256 PCT/JP03/05024 ' 



(gl<0o-:5$) 







NMR 




H 


A-207 






Boc 


A-208 






H 


A-209 


1H-NMR(CDCI3) 6: 
2.60(4H. m). 2.76(4H. m). 
7.13-7.26(3H. m>. 7.32(1 H. 
t. J=7.7Hz). 7.41(2H. t. 
J=7.7Hz). 7.74(1 H. s). 7.76 
(2H. d.J=7.7Hz). 7.94(1 H. d. 
J=7.3H2). 8.52(1 H. m). 
8.54(1 H. s). 8.89(1 H.d. 
J=7.3H2). 10.51(1 H.s). 




H 


A-210 


1H-NMR(CDCI3) 6 : 
Z.DCK4n, iTiA 2.7oQ4n, m;, 
4.60(2H. s). 7.15-7.38(8H. 
m). 8.07(1 H. d, J=7.2Hz). 
8.56(1 H. dd.J=7.7. 2.0Hz). 
8.74(1 H. s). 8.95 (1H. d. 
J=7.2Hz), 10.78(1 H.s). 




H 


A-211 







106 



3NSDOCID: <WO___030912SeA1_l_> 



wo 03/091256 



PCT/JP03/05024 







NMR 




H 

° V 0 


A-212 


1H-NMR(C0Ci3) 6: 
2.85(8H. s). 3.00(4H, s). 
7.1 2-7.36(1 OH. m). 7.86(1H. 
d. J=7.2Hz). 7.92(2H. d. 
J=8.4Hz). 8.48(1 H. s). 8.47- 
8.53(1H,m). 8.85(1 H. d. 
J=7.2Hz), 10.49-1 0.56(1 H, 
br). 




H 


A-213 






H 


A-214 






w 








H 

N H r N> 

O H 


A-215 






H 

1 1 1 ^ 


A-216 
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GNSDOCIO: <WO 0aO8125eA1J_> 



wo 03/091256 



PCT/JP03/05024 







NMR 




H 


A-217 


1H-NMR(CDCI3) 6 : 
2.94(4H. m).3.12(4H.m). 
7.1 3-7.31 (4H. m), 7.38(2H. 
t. J=7.5H2). 7.53(1 H. d. 
J=16.2H2). 7.59(2H, d. 
J=7.5H2>. 7.83(1 H.d. 
J=7.2Hz). 8.5(K1H. s). 
8.59(1 H, d. J=7.5H2). 
8.81(1H. d. J=7.2Hz). 
10.95(1H. s). 




H 


A-218 






H 

CI 


A-219 






H 


A-220 














H 


A-221 







108 



BNSOOCID: <WO ^03091 2S6A1J_> 



wo 03/091256 PCT/JP03/05024 







NMR 




H 


A-222 


lH-NMR(CDCt3) 6:2.90- 
3.10(4H. m). 4.55(2H. s). 
6.55(1 H. d. J=7.4Hz). 7.10- 
7.40(7H.m). 7.86(1 H. dd. 
J=7 4 2 2Hz) 7 89(1 H d 
J=7.4Hz). 8.39(1 H.s). 
8.66(1 H. dd. J=7.4. 2.2). 
8.83(1 H. d.»J=7.4Hz). 
8.95(1 H. d. J=2.2H2). 
1 0.78(1 H. br.s). 




H 


A-223 






H 

v> 


A-224 






H 


A-225 






H 


A-226 
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BNSDOCID: <WO 0a09ia56A1J_> 



wo 03/091256 PCT/JP03/05024 * 







NMR 




H 


A-227 






H 


A-228 






H 


A-229 


1H-NMR(CDCI3) <5:2.77- 
2.88(8H. m), 4.41 (2H. s), 
6.78(2H. d. J=8.1Hz). 7.11- 
7.44(8H. m). 7.78(2H. d. 
J=8.1Hz). 7.82(1 H. d. 
J=7.2Hz). 8.39(1 H. s). 8.49- 
8.55(1 H. m). 8.81(1 H, d. 
J=7.2Hz). 10.49-1 0.55(1 H. 
br). 




H 


A-230 






H 


A-231 







no 



BNSOOCIO: <WO ^0309125BA1J_> 



wo 03/091256 PCT/JP03/05024 







NMR 




H 


A-232 






H 


A-233 


1H-NMR(CDCI3) 5:2.88- 
2.97(8H. m). 7.1 6-7.26(3H. 
m). 7.98-8.01(3H. m). 
8.52(1H.m). 8.63(1 H. s). 
8.73(2H. dd. J=5.0. 1.7Hz). 
8.93(1 H. d. J=6.9Hz). 
1 0.52(1 H. s). 




H 


A-234 






H 


A-235 






H 


A-236 






H 


A-237 
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8NSDOCID: <WO ^030912SaA1J_> 



wo 03/091256 



PCT/JP03/05024 



NMR 



gi^ (°c) 




A-238 



1H-NMR(CDCI3) 6 : 1.00- 
1.96(1 1H, m). 2.80-2.89(8H. 
m). 3.81(2H. d. J=6.3Hz). 
7.04(2H. d. J=8.7Hz). 7.11- 
7.26(3H. m), 7.84(2H. d. 
J=8.7Hz). 7.85(1 H. d. 
J=7.2Hz). 8.41(1 H. s). 8.50- 
8.55(1 H. m). 8.84(1 H. d. 
J=7.2Hz). 10.52-1 0.57(1 H. 
br). 



A-239 




A-240 



.CF3 



A-241 



A-242 



112 



wo 03/091256 PCT/JP03/05024 







NMR 




H 


A-243 






H 

N H 




A-244 






H 

0 


1 


A-245 


1H-NMR(CDCI3) 5: 
2.86(8H. s). 5.17(2H, s). 
7.10-7.28(5H. m). 7.32- 
7.39(1 H. m). 7.79-7.85(1 H, 
m). 7.87(1 H. d. J=7.2Hz), 
7.93(2H. d. J=8.7Hz). 
8.44(1 H. s), 8.49-8.54(1 H. 
m). 8.61 (1H. dd. J=4.8. 
1.2H2). 8.71-8.74(1 H. m). 
8.85(1 H, d. J=7.2Hz). 10.49- 
1 0.56(1 H. 




H 


A-246 


1H-NMR(CDCI3) 5: 
2.85(8H. s), 5.16(2H. s). 
7.09-7.26(6H. m). 7.35- 
7.40(2H. m). 7.86(1 H. d. 
J=7.2Hz). 7.90(2H. d, 
J=9.0H2). 8.43(1 H. s). 8.49- 
8.54(1 H. m). 8.85(1 H.d. 
J=7.2Hz). 10.50-10.56(1 H. 
br). 




H 

N H 




A-247 







113 



Br4SDCX:iD: <WO ^03091256A1J_> 



wo 03/091256 PCT/JP03/05024 * 

(aiO!>o-:J^) 







NMR 




H 


O 


A-248 






H 

0 




A-249 






H 

N H 




A-250 






H 

0 

N H 




A-251 


1H-NMR(CDCI3) 5:2.73- 
2.82(8H. m). 7.1 1-7.35(8H, 
m). 7.4(>-7.45(2H. m). 7.50- 
7.54(2H. m). 7.87-7.92(2H. 
m). 8.10(1H. s).8.48- 
8.53(1H, m). 8.53(1H. s). 
8.90(1 H. d. J=7.2Hz). 10.58- 
1 0.64(1 H. br). 




H 

0 




A-252 







114 



BNSDOCID: <WO ^03(»12SeA1J_> 



wo 03/091256 PCT/JP03/05024 







NMR 




H 


A-253 








A-254 


1H-NMR(d6-DMSb) 6 : 
2.88-2.95(4H. br). 3.30- 
3.37(4H. br). 7.17-7.37(4H. 
m). 7.44-7.5 1(4H. br). 
7.53(1H.t. J=7.5Hz). 
7.79(1 H. d. J=7.2Hz). 
7.99(1 H. s). 8.05(1 H. d. 
J=7.5H2). 8.38(1 H. d. 
J=7.5Hz). 8.91 (1H. s). 
9.43(1H. d. J=7.2Hz). 
1 0.40(1 H. br.s). 




H 

1 M JU^ J y 










A-255 














H 


A-256 






H 

O-^ ■ 


A-257 


1H-NMR(CDCI3) 6 : 1.92- 
2.04(4H. m). 2.55(4H. t. 
J=4.8Hz). 7.01-7.1 8(3H. m). 
7.41-7.67(4H. m). 7.79- 
7.85(1 H. m). 7.93(1 H. d. 
J=7.2Hz). 7.94-8.01 (2H, m). 
8.37(1H.s). 8.49-8.55(1 H, 
m). 8.96(1 H. d. J=7.2Hz). 
10.61-1 0.67(1 H. br). 





lis 



.03001 25eAl_l_> 




BNSDOCID: <WO ^0309125eAl_L> 



wo 03/091256 PCT/JP03/05024 







NMR 






A-2S5 


— 


— 




A-266 


— 


— 


CI H 


A-267 


— • 


— 




A-268 


— 


- 




A-269 


— 


— 




A-270 








A-271 


1H-NMR(CDCI3) S : 
5.17(2H. s). 7.11(1H. d. 
J=3.5Hz). 7.17(2H. d. 
J=8.9Hz), 7.33-7.51 (5H. m), 
7.58(1 H. d. J=3.5Hz). 
7.78(1 H. d. J=7.1Hz). 
7.90(2H. d. J=8.9Hz). 
8.50(1 H. s). 8.87(1 H. d. 
J=7.1Hz). 1 0.78(1 H. s). 





117 



BNSOOCID: <WO ^03091256A1 J_> 




BNSOOCID: <WO 03091256A1 J_> 




119 



BNSDCXSID: <VtO p309126eA1J_> 



wo 03/091256 PCT/JP03/05024 ' 

(a 1 a>o-:J#) 







NMR 






A-286 






H 

CI 


A-287 






H 


A-288 






H 


A-289 


1H-NMR(CDCI3) 6 : 
2.86(8H. s). 2.94-2.98(4H. 
m). 7.10-7.33(9H. m). 
7.87(1 H. d. J=7.2Hz). 
7.92(2H. d. J=8.1H2). 
8.48(1 H. s). 8.47-8.53(1 H. 
m). 8.86(1 H. d. J=7.2Hz). 
10.49-1 0.54(1 H. br). 




H 

F 


A-290 







120 



BNSOOCID: <WO 03081266A1J_> 



wo 03/091256 PCT/JP03/05024 







NMR 


jm^cc) 


N H 


HP-' 


A-291 


1H-NMR(CDCI3) 6: 
2.86(8H. s). 2.99(4H. s). 
6.86-7.02(3H.m).7.12- 
7.35(6H. m). 7.87(1 H. d, 
J=7.2Hz). 7.93(2H. d. 
J=8.4Hz). 8.48(1 H, s). 8.47- 
8.53(1H.m). 8.86(1 H. d. 
J=7.2Hz). 10.50-1 0.56(1 H. 
br). 




H 

0 




A-292 










A-293 


1H-NMR(d6-DMS0) S : 
4.85(2H. br).5.17(2H. s). 
6.44-6.51(1H. m). 6.63(2H. 
d.J=6.6Hz). 6.79(1 H. d. 
J=7.2Hz). 7.08(2H. d. 
J=8.9Hz). 7.14(1 H. s). 7.30- 
7.49(5H. m). 7.52(1 H. d. 
J=7.2Hz). 8.27(2H, d. 
J=8.9Hz). 8.85(1 H.s). 
9.26(1 H. d. J=7.2Hz). 
1 0.7(1 H. br). 








A-294 








HP 


A-295 


1H-NMR(CDCI3) d: 
2.55(1 H. br.t. J=6.0Hz). 
3.01(1 H, dd.J=1 4.1.7.2Hz). 
3.09(1 H. dd. J=14.1, 7.2Hz). 
3.68-3.90(2H. m). 4.37(1 H. 
m). 5.17(2H. s). 7.1 1(2H. d. 
J=9.0Hz). 7.19-7.52(10 H. 
m). 7.66(1 H.d,J=7.2Hz). 
7.85(2 H. d. J=9.0Hz). 
8.04(1 H. br.d. J=7.5Hz). 





121 



BNSDC3CID: *WO___030912SeA1J_> 



wo 03/091256 PCT/JP03/05024 







NMR 






A-296 


— 


- 




A-297 


— 


— 




A-298 






H 

CF3 


A-299 






H 


A-300 






H 


A-301 


1H-NMR(CDCI3) 6: 
2.87(8H, s). 2.96-3.10(4H. 
m). 7.13-7.37(7H. m). 
7.56(2H. d. J=8.4Hz). 
7.88uH, d. J— /.Znz;, 
7.93(2H. d. J=8.4Hz). 
8.49(1H,s). 8.48-8.54(1 H. 
m). 8.87(1 H.d.J=7.2H2). 
10.54-1 0.56(1 H. br). 





122 



BNSOOCID: <WO 03(»12S6A1J_> 



wo 03/091256 PCT/JP03/05024 







NMR 






A-302 










1H-NMR(CDCI3) 6: 
1.43(1 H,m). 1.83-1 .94(3H. 
m). 2.37(2H. m). 2.73(2H. 
m). 3.24(2H. m). 3.63(2H. 
m). 4.09(2H. m). 5.15(2H. s). 
7.21(2H. d. J=8.6H2). 
7.33(1H. t J=7.8Hz). 
7.40(2H. t. J=7.8Hz). 
7.48(2H. d. J=7.8Hz). 
7.62(1 H. d. J=7.5H2). 
8.10(2H. d. J=8.6Hz 




A-303 






A-304 








A-305 








A-306 








A-307 







123 



BNSDOCiD: <wo ^oao9iaseAij_> 



wo 03/091256 PCT/JP03/05024 * 







NMR 






A-308 








A-309 


— 






A-310 








A-311 


1H-NMR(CDCI3) S : 
4.89(2H. d. J=6.0Hz). 
5.13(2H.s). 6.99(1 H. dd. 
J=4.8. 3.6Hz). 7.06-7.1 1(3H. 
m), 7.26(1 H. dd. J=4.8. 
1.5Hz). 7.32-7.49(5H. m). 
7.73(1 H. d. J=7.4H2). 
7.86(2H. d. J=8.9H2). 
8.1 5(1 H. br.t J=6.0Hz). 
8.43(1H. s). 8.79(1H. d. 
J=7.4Hz). 




H 

Q o 


A-312 






0M« 









124 



BNSDCX;iD: <WO 0309125eA1J_> 



wo 03/091256 PCT/JP03/05024 







NMR 




H 




A-313 






H 




A O 1*1' 


1H-NMR(CDGI3) 6: 
2.86(8H. s). 2.89-3.00(4H. 
m). 3.79(3H. s). 6.84(2H. d. 
J=8.4Hz). 7.10-7.36(7H. m). 

7.91(2H. d. J=8.4Hz). 
8.48(1 H. s). 8.47-8.53(1 H. 
m). 8.86(1 H. d, J=7.2Hz). 
1 0.51-1 0.56(1 H.br). 




H 




A-3i5 


1H-NMR(CDCI3) 6 : 
2.03(2H. quint J=7.2Hz). 
2.58(2H. t J=7.2Hz). 
2.83(2H. t J=7.2Hz), 2.87- 
2.93(4H. m). 3.1 0-3.1 8(4H. 
m). 7.11-7.34(8H. m). 
7.85(1 H.d. J=7.2Hz). 
8.31(1 H.s). 8.54-8.60(1 H. 
m). 8.80(1 H. d. J=7.2Hz). 
10.97-11. 04(1 H. br). 




Me02C N Nf^^jsi"'^^ 


!^ 


A-316 


1H-NMR(CDCI3) 6: 
3.80(3H. s). 5.15(2H. s). 
5.73(1 H. d. J=7.2Hz). 7.33- 
7.45(6H. m). 7.47-7.51 (4H. 
m). 7.65(1 H. d. J=7.1Hz). 
7.98(2H. d. J=9.0Hz). 
8.47(1 H.s). 8.77(1 H. d. 
J=7.1 Hz). 8.86(1 H. br.d, 
J=7.2Hz). 




o 




A-317 







125 



wo 03/091256 



PCT/JP03/05024 







NMR 




° q^ 


A-318 






H 

N H r N "^v 


A-319 






H 

a ° q^ 


A-320 






° q^ 


A-321 






q^ 


A-322 


1H-NMR(d6-DMSO) d: 
2.84-2.89(4H. m). 3.06- 
3.09(4H. m). 5.18(2H. s). 
6.75(1 H, m). 7.14(2H. d, 
J=8.9Hz). 7.22-7.24(2H. m), 
7.33(1H.t. J=7.5Hz), 
7.41(2H.t. J=7.5Hz). 
7.58(1 H. d. J=7.2Hz). 
8.20(2H. d. J=8.9Hz). 
8.84(1 H.s). 9.30(1 H. d, 
J=7.2Hz). 1 0.37(1 H.S 





126 



BNSOOCIO: <WO ^03001 2SaA1J_> 



wo 03/091256 



PCT/JP03/05024 



NMR 




A-323 




A-324 



1H-NMR(CDCI3) 8 : 
0.91(6H. d. J=6.3Hz). 2.27- 
2.38(2H, m). 2.77-2.89(4H. 
m). 7.10-7.25(3H. m). 7.33- 
7.45(2H. m). 7.79-7.85(2H. 
m). 7.92(1 H. d. J=7.2H2). 
8.42(1 H. s). 8.48-8.53(1 H. 
m), 8.89(1 H. d. J=7.2Hz). 
10.56-1 0.63(1 H. br). 



H2N^H 



C J 



A-325 



1H-NMR(d6-DMSO) 6: 
2.89 (4H. s). 5.14(2H. s). 
7.13(2H. d. J=8.7Hz). 7.16- 
7.27(2H. m). 7.29-7.37(2H. 
m). 7.42(2H. t. J=7.2H2). 
7.50-7.54(2H. m), 7.74(1 H. 
d. J=7.4Hz). 7.94(2H. d. 
J=8.7Hz). 8.41(1 H. dd. 
J=7.5. 1.8HzX 8.76(1 H. s). 
9.37(1 H. d. J=7.4Hz). 



MeOsC. 



0" 6_p 



A-326 



H O 




A-327 



1H-NMR(CDCI3) 5:2.91- 
3.22(8H. m). 4.68-4.79(2H. 
m). 5.07-5.1 3(2H. m). 6.99- 
7.34(1 1H. m). 7.68-7.82(3H. 
m), 8.35-8.59(2H. m). 8.75- 
8.81(1H. m). 
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BNSDOCID: <WO ^03M12S6A1 J_> 



wo 03/091256 



PCT/JP03/05024 



6° 



A-328 



NMR 



1H-NMR(CDCI3) 6 : 3.24- 
3.87(4H. m). 5.15(2H. s). 
5.78-5.86(1 H, m). 7.14- 
7.17(2H. m). 7.30-7.63(1 1H. 
m). 7.99-8.02(2H. m). 
8.44(1 H. s). 8.73(1 H. m). 
9.23-9.29(1 H. m). 




A-329 




A-330 



1H-NMR(CDCI3) 6 : 2.80- 
2.82(4H. br). 2.86-2.88(4H. 
br). 7.15-7.23(3H. m). 
7.55(2H. d. J=8.7Hz). 
7.94(1 H. d. J=7.2Hz). 
8.23(2H. d. J=8.7Hz). 
9.01 (1H. s). 9.1 1(1 H. d. 
J=2.1Hz). 9.70(1 H.d. 
J=1.8Hz). 9.82(1 H.s). 



264-266(d) 




A-331 



1H-NMR(CDCI3) 6: 
2.81 (4H. br.d. J=4.8Hz). 
2.87(4H. br.d. J=5.4Hz). 
7.12-7.22(3H. m). 7.33- 
7.37(1 H. m). 7.52(1 H.t. 
J=7.8Hz). 7.94(1 H. d. 
J=7.2Hz). 8.17(1H, dd, 
J=7.8. 1.2Hz). 8.30(1 H.t, 
J=1.8Hz). 9.06(1 H. s). 
9.1 4(1 H. d. J=2.1Hz). 
9.70(lH.s). 9.82(1 H.S 



230-232 



128 



wo 03/091256 PCT/JP03/05024 







NMR 




H 


A-332 


1H-NMR(C0CI3) 6 : 
2.81(4H. 8>. 2.85-2.87(4H. 
br.d. J=4.8Hz). 4.64(2H. d. 
J=5.4Hr). 7.07(1 H.t, 
J=7.2Hz). 7.13(1H. d. 
d=7.8Hz). 7.26(1 H.t. 
J=7.5Hz). 7.35(1 H. d. 
J=7.5Hz). 7.54(2H. d. 
J=8.4Hz). 8.21{2H. d. 
J=8.7Hz). 8.95-8.97(1 H. m). 
9.08-9.09(1H.m). 9.19( 


210-212 


H 


A-333 


1H-NMR(CDCI3) <S: 
2.81(4H. s). 2.85-2.87(4H. 
m). 4.65(2H. d. J=5.7Hz). 
7.07(1H.t. J=7.2Hz). 
7.13(1H. d. J=7.8Hz). 
7.26(1H.t. J=7.8Hz). 7.32- 
7.37(2H, m). 7.50(1 H. t 
J=8.1Hz). 8.1 5(1 H. dd, 
J=7.8. 0.9Hz). 9.01-9.03(1 H. 
m). 9.12(1H.t, J=2.1Hz). 
9.20(1 H. br 


185-188 



US (H 


A— dJ4 


1H-NMR(CDCI3) d: 
1.89(2H. t J=6.2HzX 2.24- 
2.50(4H. br). 2.60(2H. t. 
J=6.2Hz). 2.90(4H. t. 
J=4.5Hz). 7.13-7.28(3H. m), 
7.31(1H. ddd. J=8.1. 2.1. 
1.2Hz). 7.44(1 H,tJ=7.8Hz). 
7.85-7.91(1 H. m). 7.89(1 H. 
d. J=7.2Hz). 7.94(1 H.t. 
J=1.7Hz). 8.42-8.48(1 H. m). 
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H Jf 
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A-337 


— 


— 




A-338 






^NH2 


A-339 


1H-NMR(CDCI3) 8: 1.05- 
1.31(3H.m). 1.57-1 .68(2H. 
m). 2.00(2H. d. J=6.3Hz). 
2.57-2.69(2H. m). 3.02- 
3.11(2H. m). 7.14-7.35(4H. 
m). 7.44(1 H. t. J=8.0Hz), 
7.89(1 H. d. J=7.2Hz). 7.87- 
7.93(1H.m). 7.95(1 H.t. 
J=1.8Hz). 8.40-8.45(1 H. m). 
8.49(1 H.s). 8.88(1 H. d. 






A-340 


— 






A-341 








A-342 
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NMR 




NHEt 


A-348 


1H-NMR(CDCI3) d: 
0.99(3H. t. J=7.2Hz). 1.14- 
1.30(2H. m). 1.80-1. 9 1(2H. 
m). 2.31 -2.49(1 H. m). 
2.45(2H. q. J=7.2Hz). 2.60- 
2.71(2H, m), 3.02-3.1 1(2H, 
m). 7.11-7.28(3H. m).7.31- 
7.37(1H.m).7.45-7.52(1H. 
m). 7.88-7.96(3H, mX 8,43-- 
8.48(1 H, m). 8.49(1 H. s). 8 
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A-350 


— 


— 


O H >^ 










A-351 


— 


— 
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— 




A-358 


— 


— 
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»^(t:) 


HN^ H 


B-26 


1H-NMR(CDCI3) <S : 2.03(2H. 
m). 2.57(2H. I, J=6.9Hz), 
2.91(2H. t, J=7.5H2), 
6.74(2H, m), 7. 02(2H, m), 
7. 20-7. 31 (6H. m), 7.57(1H. 
n). 7.82(1H, d, J=7.2Hz), 
8.29(1H, s). 8.81(1H. d. 
J=7.2 Hz). 9.71 (IH. br- 
s). 






B-27 


lH-NMR(d6-DHS0) 8 : 
5.18(2H. s). 7. 15(2H. d. 
J=9.0Hz). 7. 30-7. 43 (3H, 
m), 7. 47-7. 50 (2H. m). 
7. 56-7. 65 (3H. m), 7. 72(2H, 
n). 7.96(1H. 111). 8.23(2H. 
d. J=9.0Hz). 8.32(1H, n), 
8.69(2H. m). 8.86(1H. s). 
9.33(1H. d, J=7.2Hz), 
10.72(IH, s). 




CI 


B-28 




184-186 


HN'^ H 

WO 


B-29 


1H-NUR(CDCI3) 6 : 3.01(4H. 
s). 3.03-3. 10 (4H. in), 
3. 19-3. 27 (4H. m), 6.74- 
6.81(1H. in). 6. 95-7. 02 (IH. 
n). 7. 18-7. 38 (8H. «), 
7 67 (IH. t. J=2. 1Hz). 
7.80(1H. d. J=7.5Hz). 
7.92(2H. dt. J=8.4, 
1.8Hz). 8.52(1H. s). 
8.85(1H. d. J»7.2Hz). 
9. 64-9. 70 (IH, br-s). 
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203-204 
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NMR 




H 


B-31 


1H-NUR(d6-DMS0) 6 : 
1.34(6H. t, J=6.9H2), 
2.73(8H. br), 3.97(4H, q. 
J=6.9Hz), 6.93(1H. s). 
7. 14-7. 34 (4H, n). 7.51(1H, 
t, J=7.8H2), 8. 16(1H. $), 
8.25(1H, d. J=7.8H2), 
8. 29-8. 32 (IH, n). 8.82(1H, 
s), 10.39(1H, br-s). 






B-32 








B-33 


1H-NMR(CDCI3) <5 : 1.22- 
1. 382H, n). 1.80-1. 91 (2H, 
n), 2. 18(6H; s). 2.28(2H, 
t, J=6.6H2), 2. 33-2. 46 (IH, 
m), 2.51(2H, t, J=6.6H2), 
2. 60-2. 74 (IH. a), 3.02- 
3. 13(2H, m). 7. 11 -7.27 (3H, 
Bi), 7. 29-7. 35 (IH, m), 
7.48(1H. t, J=7.8H2), 
7. 87-8. 00 (3H, n). 8.41- 
8.47(1H, n), 8.49(1H, s). 
8.88(1H, d. J=7.2Hz), 
10. 45-10. 51 (IH, br-s). 




HP 


B-34 








B-35 


1H-NMR(C0CI3) 0 : 3.02- 
3.21(8H, m). 7.00(2H. dt. 
J=9.0. 2.1Hz), 7.47- 
7.59(2H. a). 7.69(2H, dt, 
J=9.0, 2.1Hz), 7.82- 
B.03(4H, a), 8. 14(1H, dd. 
J=8.4, 1.5Hz), 8.50(1H. 
br-s), 8.66(1H, s). 
B.88(1H. d, J=6.9Hz). 
9.64-9.72(1H, br-s). 
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H 

0 




B-50 




B-51 




B-52 



1H-NMR(CDCI3) 5 : 1.13- 
1.29(2H, n), 1.53-1. 63 (2H. 
n). 1.72-2. 00 (2H, n). 

36-2. 50 (1H, hi). 2.60- 
2.72(2H. ■), 2. 58-2. 71 (4H. 
m). 2. 99-3. 1 1 (2H, m). 
3.76(2H. br-t. J=5.3H2). 
7. 12-7. 27 (3H, m). 7.33- 
7.39(1H. IB), 7.48(1H, t, 
J=7.8H2), 7. 88-7. 95 (3H, 
in), 8.44(1H. br-d. 
J=7.8H2), 8. 48 OH, s), 
8.90(1H, d, J=7.2Hz), 
10.48-10. 56 (1H, br-s). 
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(S2fl>0-5^) 







NM R 






B-54 


1H-NUR(C0CI3) 6 : \. 16(3H. 
t. J=7.2Hz). 1.88(1H. m). 
2.27(1H, d). 2.74(2H. dq. 
J=7.2. l.SHz). 3. 12 OH. 
n). 3. 34 OH, id), 3.43- 
3.58(3H, n), 6.60(2H. d. 
J=9.0Hz), 7. 32 OH, ddd. 
J=8.4, 2.1, 0.9Hz). 
7. 44 OH. t. J=7.8 Hz), 
7.65(2H. d. J=9.0Hz), 
7. 850H, dt, J-0.9, 
8.4Hz), 7. 86 OH. d, 
J=7.2Hz). 8. 16 OH. t. 
J=1.8Hz). 8. 53 OH. s). 
8. 85 OH. d. J=7.2Hz). 
9. 56 OH, s). 




l-PrOH HgO \\~^t 


B-S5 




11 7-1 28(d) 




B-56 








B-57 







145 



BNSDOCID: <WO ^03091 256A 1 J_> 



wo 03/091256 PCT/JP03/05024 







NM R 




N 

i-PrOH fV 


B-58 




157-1 59(d) 


1 H H 


B-59 




150-1 54(d) 


H 


B-60 


— 


- 




B-61 








B-62 







146 



BNSDOCID: <WO__03091256Al J_> 



wo 03/091256 PCT/JP03/05024 







NMR 


gt.^(t:) 




B-63 


1H-NMR(CDCI3) d : 1.20- 
1.37(2H, m). 1.78-1. 90 (2H. 
in). 2. 36-2. 50 (IH. m). 
2.55(2H. br-t, J=5.3H2). 
2. 60-2. 72 (2H, n), 3.02- 
3.13(2H, id), 3.49(2H. br- 
t. J=5.3Hz), 7. 13-7. 28 (3H, 
n). 7. 31 -7. 36 (IH, ■), 
7.47(1H, t. J=7.8H2), 
7. 88-7. 96 (3H, m), 8.44(1H, 
br-d, J=7.5Hz), 8.49(1H. 
s), 8.90(1H, d. J=7.5Hz). 
10. 48-10. 55 (IH, br-s). 






B-64 


1H-NMR(CDCt3) 6 : 3.03- 
3.07(4H. id). 3. 20-3. 24 (4H, 
id), 4.23(1H, br), 4.43(2H, 
br). 6. 74-6. 83 (3H. ra), 
6.99(1H. m), 7. 26-7. 45 (6H, 
b), 7.63(1H, t, J=2.1Hz), 
7.74(1H. d. J=7.5Hz), 
7.82(2H. d, J=8.4Hz), 
8.42(1H. s), 8.80(1H, d, 
J»7.SHz). 9.66(1H. s). 






B-65 


1H-NUR(CDCI3) 1$: 0.88(6H. 
d, J=:6.6Hz), 1.19-1. 35 (2H. 
d). 1.45-1. 65 (IH. m). 
1.80-1. 91 (2H, n), 2.24(2H. 
d. J»6.6Hz), 2. 29-2. 43 (IH, 
n), 2. 61-2. 73 (2H. n). 
3.02-3. 13 (2H. n). 7.11- 

J=7.8H2). 7. 87-8. 00 (3H. 
m). 8. 41-8. 47 (IH. n). 
8.50(1H, s). 8.88(1H. d. 
J=7.2Hz). 10. 45-10. 52 (IH. 
br-s) . 




H 


D-00 


1H-NHR(d6-DMS0) 6 : 
2.74(8H. br), 7.02(1H, td, 
J=8.4. 3.OH2), 7.33- 
7.41 (2H. Bi), 7.57(1H. t, 
J=o. 1H2j, 7. 7oUn, d. 
J=7.5H2). 8. 11(1H. s), 
8. 20-8. 24 (2H. n), 9.00(1H, 
s). 9.42(1H, d. J»7.5H2), 
10.48(1H, br-s). 
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B-77 


tH-NMR(CDCI3) 6 : 
1.02(2H. m), 1.22- 
1.32(3H. n). 1.S9- 
1.90(SH, m). 3.03- 
3.07(6H, m), 3.22(4H,. 
m). 6. 74-6. 78 (3H, n). 
7.D2(1H, dd. J=7.8. 
1.8Hz). 7.29(1H. t. 
J=7.8Hz), 7, 63(1H, t, 
J=2. IHz), 7. 74 (IN, d. 
J=7.5Hz), 7.80(2H, d, 
J=9.0Hz). 8.42(1H. s), 
8.80(1H. d. J»7.SHz). 
9.68(1H. s). 




X 


B-78 








B-79 








B-80 






H (^N'M. 


B-81 







150 



wo 03/091256 PCT/JP03/05024 







NMR 




H 


B-82 






H f^rt 
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B-83 


1H-NMR(CDCI3) 6 : 3.07 
(4H. m), 3. 16(4H, m), 
6.99(2H, d. J=9.0Hz). 
7.73(1H, n). 7.45(1H, t, 
J=7.8H2), 7. 69(2H, d. 
J=9.0H2), 7.84(1H, a). 
7.88(1H, d, J=7.2H2), 
8. 17(1H. t. J=1.8Hz). 
8.54(1H. s). 8. 87(1H. d. 
J=7.2Hz). 9. 63 OH. s). 




"^r^ H r^rt 
^ ° Q D 


B-84 








8-85 


1H-NMR(d6-DMS0) 6 : 
2.76(8H, br). 6.90(1H, 
s), 7. 12-7. 62 (9H. m), 
8.21(1H, s), 8.24- 
8.34(2H, m), 9.00 0H. 
s). 10.43(1H. br-s). 




H f^r\ 
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B-87 


1H-NMR(CDCt3) 8 : 
3.04(4H. m), 3.12(3H. 
$). 3.22(4H, m), 
4.63(2H, s). 6.7S(1H. 
n). 6.90(2H. d, 
J=9.0Hz). 6.98(1H. n). 
7. 24-7. 37 (6H, a), 
/.DaUny If J— £. inZ^, 

7.73(1H. d, J=7.5Hz). 
7.85(2H. d. J'^g.OHz). 
8.43 (IH. s), 8.78(1H, 
d, J=7.SHz). 9.66 (IH, 
br-s). 
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B-91 


1H-NMR(CDCI3) 6 : 1.08- 
1.25(2H. m), 1.30- 
1.71 (3H, m), 1.88(2H, d, 
J=6.9Hz), 2. 56-2. 68 (4H. 
a), 3. 01-3. 1 1 (2H, a), 
3. 51-3. 58 (2H, m). 7.13- 
7.34(4H. m), 7.43(1H, t, 
J=7.8H2), 7. 89-7. 97 (2H, 
n). 7.90(1H, d. 
J=7.2Hz). 8. 40-8. 45 (IH, 
m). 8.49(1H, s). 
8.88(1H, d, J=7.2Hz). 
10. 50-10. 57 (IH. br-s). 
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B-109 








B-110 


1H-NMR(CDCI3) 6 : 
1.28(6H, d. J=6.6Hz). 
3.05(4H. m). 3.21(4H. 
ffl), 4. 38(IH, sept, 
J=6.6Hz}. 4.51(2H, s), 
6.75(1H. n), 6.87(2H, d, 
J=9.0Hz). 6.97(1H, m), 
7. 24-7. 34 (6H, n), 
7.61(1H. m), 7.72(1H, d. 
J=7.2Hz), 7.79(2H, d. 
J=9.0Hz}. 8.40(1H, s). 
8.78(IH. d, J=7.2Hz). 
9. 64 OH. s). 
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wo 03/091256 PCT/JP03/05024 







NM R 




^ H (^rt 


B-126 






HN"^ H f^N-^s 


B-127 


1H-NMR(CDCI3) 6 : 
0.99(2H. n), 1.12- 
1.31(3H, m), 1.64- 
1.86(6H. m), 3.04- 
3.07(7H, «). 3.21- 
3.25(6H. o). 6.76(1H. 
m), 6.82(2H. d. 
J=8.7Hz). 7.04(1H, m). 
7.29(1H. t. J=7.2H2), 
7.62(1H. t. J=2. 1H2), 
7.73(1H, d, J=7.2H2), 
7.85(2H, d, J=8.7H2), 
8.43(1H. s). 8.80(tH. d. 
J=7.2Hz), 9.68(1H, s). 






B-128 








B-129 
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NMR 






D 1 Ou 






H 


B-131 


1H-NUR(CDCI3) d : 2.81- 
2.88(8H. III). S. 1S(2H. 
s). 7.13(2H, d. 
J=9.0Hz), 7.23(1H. d. 
J=7.5H2). 7. 32-7. 48 (6H. 
m), 7. 83-7. 88 (3H. n), 
8.43(1H, s), 8.85- 
8.88(2H, n), 10.46(1H. 
s). 




r^NHMe 


B-132 






f^OH 

W/ CI 


B-133 


1H-NI1IR(CDCI3) 6 : 
2.01(2H, br-l, J=5.4H2). 
2. 29-2. 54 (4H. br). 
2.90(4H. t, J=4.7H2), 
3.4S(2H, t, J=5.4H2), 
7. 13-7. 33 (4H. m). 
7.43(1H. t. J=8.1H2), 
7.85(1H, dt, J=7.5, 
1.4H2). 7.89(1H. d. 
J=7.2H2), 7.94(1H, t, 
J=1.8H2), 8.45(1H. br-d. 
J=7.5H2), 8.48(1H. s), 
8.89(1H, d, J=7.2H2), 
to. 51-10. 58(1H, br-s). 
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NM R 






B-134 






HN'^COaNa 

N H r N 


B-135 








B-136 






HN'^C02Me 


B-137 






F H f^N-N. 
HN^ F W^CI 


B-138 
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NMR 




MHMb 


B-139 


1H-NMR(CDCI3) 6 : 1.08- 
1.25(2H. Bi), 1.30- 
1.67(3H. n), 1,84(2H. d. 
J=6.6Hz). 2.30(3H, s), 
2. 56-2. 68 (2H. n), 3.01- 
3. 10(2H. b). 7.13- 
7.34(4H, b), 7.44(1H. t. 
I-A IM7S 7 RSflH d 
J=7.2Hz). 7. 91-7. 97 (2H, 
in), 8.42(1H. br-d. 
J=7.2Hz), 8.49(1H. s), 
8.88(1H. d. J=7.2Hz). 
10. 50-10. 57 (IH, br-s). 






B-140 






2HCI 


B-t41 






H f^N-N. 

r^M-^ 0 ^ 

H U./-^ 


B-142 


lH-NMR(d6-0IIS0) d : 
0.80-2.00 (11H. n). 
2.91(2H, t. J^S.OHz). 
3.28(8H. a), S.76(1H. 
br), 6.S8(2H, d, 
J=9.0Hz), 7.06(2H. d, 
J=9.3H2), 7.51(1H, d, 

■— T 0Ut\ 7 7C/9U A 

J»9.3Hz), 7.97(2H. d, 
J=9.0Hz), 8.70(1H, s). 
8.87(2H, br), 9.23(1H. 
d. J=7.2Hz), 10.37(1H, 
s). 
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BNSDC3CID: <WO__03091256A1_L> 



wo 03/091256 PCT/JP03/05024 



(a2(Do-:J|?) 







NMR 




H 

cY 

^N^ H f^N'^ 

1 1 1 ) 


B-143 








B-144 






" 1 


B-145 








B-146 


1H-NUR(CDCI3) 1.24- 
1.41(2H, m). 1.74- 
1.86(2H. n), 2.40- 
2.52(1H, b), 2.60- 
2.73(3H, m), 3.02- 
3. 13(2H. n). 3.42(1H. 
dd. J=10.7. 4. 8Hz), 
3.53(1H, dd. J»t0.7. 
4.8H2), 7. 13-7. 28 (3H. 
m). 7.31-7.37(1H. n). 
7.47(1H, t. J=8.1Hz), 
7.90(1H, d, J=7.2Hz), 
7. 92-7. 98 (2H, n), 
8.44(1H, br-d, J=7.8Hz), 
8.50(1H. s), 8.89(1H. d, 
J=7.2H2), 10.47- 
10.S4(1H, br-s). 
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wo 03/091256 PCT/JP03/05024 * 



1t^^ 




NMR 


a.<^(t:) 




B-147 


1H-NMR(d6-DHS0) 6 : 
1.40(2H, n). 1.78(2H. t.. 
J=6.9Hz). 2.30(4H, br). 
2. 78-2. 87 (6H, n), 
2.85(3H. s). 6.89(tH. t. 
J=5.4Hz). 7. 15-7. 30 (3H, 
n), 7. 37-7. 42 (1H, m), 
7.57(1H. t, J=8. 1Hz), 
7.75(1H. d, J=7.2Hz), 
8.06-8.n(2H, b), 8.29- 
8.32(1H, a), 8.93(tH. 
s). 9.42(1H. d. 
J=7.2Hz), 10.40(1H, br- 
s). 




N O 


B-148 








B-149 








B-150 
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NMR 




W Y'^N V 


B-151 






^ o 


B-152 






NEt, 


B-153 








B-154 








B-155 
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NMR 






B-156 








B-157 






HO H l^f"^ 
CI ^ 


B-158 






P 

pr"r^ 


B-1S9 
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NMR 




NHEt 


B-160 


1H-NUR(CDCI3) 6 : 
0.89(3H, d, J«7.2Hz). 
1.49-1. 64 (1H, m), 2.03- 
2.17(1H, id). 2.30- 
2.S0(2H. m). 2.86- 
2.96(1H, m). 3.11- 
3.33(4H, m). 7.11- 
7.21(3H, n). 7.29- 
7.35(1H. n). 7.44(1H. t, 
J»7.8Hz). 7. 87-7. 94 (2H, 
m), 7. 98(1H, t, 
J=1.8Hz), 8. 33-8. 41 (1H, 
n). 8.52(1H. s). 
8.88(1H. d. J=6.9Hz). 
10. 30-10. 38 (1H. br-s). 






B-161 






H 


B-162 








B-163 
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(a2<DO-5f?) 







NMR 


SijSCC) 


NH 2HCI 


B-164 








B-165 




269-271 


f^NHMe 


B-166 


tH-NMR(C0CI3) 6 : 
0.83(2H. q. J=7.2H2), 
1.08-1. 35 (3H, in), 1.53- 
1.63(2H, fli), 2.33- 
2.40(2H, m), 2.37(3H, 
s), 2. 55-2. 67 (2H, m), 
2. 98-3. 07 (2H, ni), 7.13- 
7.32(4H, ni), 7.43(1H, t, 
J=7.8Hz), 7. 87-7. 97 (3H. 
m). 8. 39-8. 45 (1H. n). 
8.49(1H. s). 8.88(1H. d. 
J=7.2Hz), 10.51- 
10.57(IH, br-s). 




N 


B-167 
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NMR 




^N'^NH, 2HCI 


B-H8 






I^NHSOjMe 


B-169 








B-170 


1H-NMR(CDCI3) 6 : 1.53- 
1.63(1H, m), 2.05- 
2. 16(1H, id), 2.42- 
2. 56(2H, m), 2.90- 
2. 97 OH, b). 3.16- 
3.28(4H, b), 3.37- 
3.41(2H, n), 7.14- 
7. 18(3H. IB), 7.31- 
7.35(1H, o), 7.44(1H, t, 
J=7.8Hz), 7.85-7.89(1H, 

» f • \ irii Off 
J=7.2H2), 7. 98 OH, t. 
J=1.8Hz). 8. 36-8. 39 (1H, 
Bi), 8. 51 OH, s), 
8. 89 OH. d. J=7.2H2), 
10. 35 OH, br-s). 


125-127 




B-171 




124-125 
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NM R 






B-172 


1H-NUR(CDCI3) 6 : 1.58- 
1.66(1H. m), 1.92- 
1.99(1H, m), 2.57- 
2.61 (1H, id). 2.68- 
2.72(1H. id). 2.87- 
2.91(2H. ffl). 3.17- 
3.25(2H, id), 3.31- 
3.37<2H. m). 3.44- 
3.S1(1H. n). 6.40(2H, 
s), 7.01(1H. t, 
J=6.9Hz). 7. 10-7. 19 (2H, 
m). 7. 39(1H. d. 
J=7.8H2). 7.53(1H. t, 
J=7.8H2). 7.72(1H, dd. 
J=7.2, 2. IH2), 7.92(1H. 
d, J=7.8H2). 8. 18(1H, d. 
J=1.5H2). 8.24(1H. d, 
J=7.2H2), 9.00(1H. d. 
J=1.8H2). 9.4D(1H. dd. 
J«7.2, 2.1Hz). 10.33(1H. 
s). 


151-152 




B-173 




160-162 




B-174 


1H-NMR(CDCI3) d : 
0.77{2H. q. J=7.2Hz), 
1.07-1. 37 (3H, «). 1.50- 
1.61 (2H. ni), 2.48(2H. t. 
J=7.4Hz), 2. 55-2. 66 (2H. 
m). 2. 98-3. 07 (2H, m), 
7. 13-7. 33 (4H. m), 
7 43(1 H. t. J=7 8H2) 
7. 83-7. 96 (3H, m), 8.40- 
8.45(1H. IB). 8.49(tH. 
s). 8.88(1H. d. 
J=7.2Hz), 10.51- 
10.57(1H, br-s). 
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<WO ^03091 256A1J_> 
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NMR 




NHEt 


B-175 




■ 




B-176 






ft! ^l^ 


B-177 








B-178 


1H-NyR(CDCI3) 0 : 0.80- 
0.97(1H, n), 1.23- 
1.65(4H. m). 2.28- 
2.58(4H. b). 2.95- 
3.16(2H. III). 7.10- 
7.27(3H. m), 7.30- 
7. 36(1 H. m), 7.40- 
7.48(1H, in). 7.82- 
7.87(2H, m). 7.91(1H, d, 
J=7.2Hz). 8.44(1H. s), 
8. 47-8. 53 (IH, m), 
8.88(1H. d. J=7.2H2), 
10.47-10. 54(1H, br-s). 






B-179 
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(^20)0-5$) 







NM R 




Kl 


B-180 








B-181 








B-182 








B-183 
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NMR 


iak;^(t:) 


NHMb 


B-i84 


1H-NMR(CDCI3) 6 : 1,17- 
1.35(2H, m). 1.79- 
1.91 (2H. Bj). 2.19- 
2.32(1H. IB). 2.2S(3H. 
s). 2. 58-2. 71 (2H, m), 
3. 00-3.1 2 (2H, n), 
5. 13(2H, s), 7.11- 
7.23(5H. m), 7.31- 
7.51(SH, n). 7.85(1H. d, 
J»7.2H2). 7.90(2H. dt, 
J=9.0, 2.1Hz), 8. 41 OH, 
s), 8. 44 OH. br-d. 
J=7.5Hz). 8. 84 OH. d. 
J=7.2H2). 10.44- 
10. 51 OH, br-s). 






B-185 








B-186 








B-187 
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NMR 




NHMs 


B-188 


1H-NWR(CDCI3) 8 : 1.21- 
1.38(2H, n). 1.80- 
1.92(2H, m), 2.21- 
2.38(1H, m). 2.26(3H, 
s). 2.57-2.70(2H, a). 
3.01-3. 11 (2H. b), 
4.39(2H, s), 6.80(2H. 
dt, J=8.7, 2.1H2), 7.10- 
7.45(8H, id), 7.77(2H, 
dt, J=8.7, 2.1Hz). 
7.81(1H, d, J=7.2Hz), 
8.37(1H, s), 8.44(1H. 
br-d, J=7.5Hz). 8.81(1H. 
d, J=7.2Hz), 10.44- 
10.51(1H, br-s). 




NHMd 

Q o 


B-189 


1H-NMR(CDCI3) 6 : 1.18- 
1.35(2H, id), 1.79- 
1.91(2H. m), 2.16- 
2.33(1H, IB), 2.21(3H. 
s), 2. 58-2. 71 (2H, ra), 
2.94-3. 13 (6H. n), 7.11- 
7. 40(1 OH, n), 7.87 (1H, 
d, J=7.SHz), 7.91(2H. 
br-d, J=8.4Hz). 8.44(1H, 
br-d, J=7. 5Hz), 8.47(1H, 
s). 8.86(1H, d, 
J=7.5Hz), 10.45- 
10.53(1H, br-s). 




NHMe 

^N^ H r^N't> 


B-190 
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3NSDOCID: <WO ^03091256A1J_> 
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PCT/JP03/05024 



NMR 



NHMb 




B-191 



1H-NUR(C0CI3) 6 : 1.15- 
1.32(2H. n), 1.79- 
I.91(2H. o), 2.18- 
2.341H, a). 2.23(3H, s). 
2. 58-2. 70 (2H, ra), 2.99- 
3. 10(2H. o). 6.61(1H. d. 
J=12.2Hz). 6.67(1H. d, 
J=12.2Hz), 7.11- 
7. 39(1 OH, m). 7.42(2H. 
d, J=8.4H2), 7.87 (1H, 
d, J=7.2Hz), 7.86(2H, 
dt. J=8.4. 1.8Hz). 8.41- 
8.47(1H. m), 8. 47 OH. 
s). 8.85(1H. d, 
J=7.2Hz), 10.40- 
10.48(1H. br-s). 



NHMb 




B-192 



1H-NHR(C0CI3) 0 : 1.19- 
1.36(2H, b), 1.81- 
1.92(2H. m), 2.14- 
2.32(1H. m), 2. 18(3H. 
s), 2.S9-2.71(2H. n), 
3.02-3. 14 (2H. ■), 7.12- 
7.32(7H. ni), 7.34- 
7.42(1H, m). 7.51- 
7.58(2H, m), 7.69 (2H, 
d. J=8.4Hz). 7.89(IH, d. 
J=7.SHz). 7.98(2H. d, 
J=8.4Hz). 8. 45-8. SO (1H. 
m). 8.44(1H. s). 
8.87(1H, d, J=7.5Hz), 
1 0.48-10. 54 (1H, br-s). 




B-t93 



lH-NliR(CDCI3) 6 : 

7 Am. d, Js6.6Hz). 
2.14(1H. quint. 
J=6.6Hz). 2. 36-2. 54 (IH. 
br). 2.92(4H. br-l. 
J=4.8Hz), 7. 13-7. 33 (4H. 
n). 7.41(1H, t. 
J=7.8Hz), 7. 85-7. 93 (2H, 
m). S.OKIH, t. 
J=1.8Hz), 8. 40-8. 46 (IH. 
n). 8.51(tH, s). 
8.88(1H. d. J=7.2Hz). 
10. 42-10. 59 (IH. br-s). 
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BNSOOCID: <WO 030912S6A1J_> 



wo 03/091256 ' PCT/JP03/0SO24 • 







NMR 




H 


B-194 






W/ CI 


B-195 


1H-NMR(CDCI3) 6 : 
0.91(6H. d. J=6.0Hz), 
1.12-1.30(2H. m), 1.79- 
1.91 (2H. ra), 2.39- 
2.54(1H, m). 2.60- 
2.82(3H. m), 3.02- 
3.12(2H. ra), 7.13- 
7.36(4H, ra), 7.48(1H, t. 
1-7 AUtS 7 Rft-7 99f3H 
Bi), 8. 42-8. 47 (1H, m), 
8.49(1H. s). 8.89(1H. d. 
J=7.2Hz). 10.48- 
10.54(1H, br-s). 
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NMR 






B-196 


1H-NMR(CDCI3) <5 : 1.57- 
1.66(1H. m), 1.70- 
1.87(2H, m). 2.02- 
2. 13(1H. n). 2.54- 
2.61(1H, n). 2.64- 
2.70(1H. m). 2.81- 
2.89(1H. m), 3.41- 
3. 50(2H, m), 7.13- 
7.23(2H. m), 7.27- 
7.35(2H, n), 7.42- 
7.47(1H, id). 7.80(1H, 
t, J=1.8Hz), 7. 89(1H, 
d, J=7.5Hz), 7.81- 
7.93(1H. m). 8.46(IH. 
s). 8.S1(tH, dd, J'=7.5, 
1.8Hz). 8.87(1H. d. 
J=7.2Hz). 10.66(1H, s). 


168-170 


H 


B-197 






HO-'^"'^ ^""^^•"-'•''^^ „ j<^N N 

HCI CHjOH 


B-198 


1H-NMR(CDCI3) 6 : 1.72- 
1.84(2H, n). 2.15- 
2.24{1H, n), 2.78- 
2.95(5H, n), 3.52- 
3.63(3H, a), 3.91- 
4.00(1H, m). 5.14- 
5.20(1H. b). 7. 15- 
7.25(2H. ii). 7.40(1H, 
d, J=7.2Hz), 7.58(1H, 
I. J=7.8Hz), 7.74(1H, 
d, J=7.2Hz). 8.10(1H, 
s). 8. 16-8. 22 (2H, n), 
8.58(tH. br-s), 
8.73(1H, br-s). 
8.99(1H, s). 9.42(1H, 
d, J=7.2Hz), 10.39(1H, 
s). 


na-121 
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NMR 




O-c. 


B-199 




152-155 


NHEt 

CF3 w 


B-200 






H 


B-201 


1H-NMR(CDCI3) d : 
0.93(3H, d. J==6.0Hz). 
2. 39-2. 48 (IH. m). 2.62- 
2.94(6H, m). 7.11- 
7.28(3H, ra), 7.31- 
7. 37(1H, m), 7.43(1H, 
t. J=8. IH2), 7.84- 
7.93(3H. n), 8.46(1H. 
s), 8. 47-8. 53 (IH, n), 
8.88(1H, d. J=7.5Hz), 
10. 54-10. 62 (IH, br-s). 




^^^^^ 


B-202 
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NM R 




Q 

? H H 


B-203 




>300 




B-204 






H I jL> 


B-20S 






k^N^^^A^ O >^ 


8-206 
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(^20)0-^^) 







NMR 


iSkj^CC) 


'y'b rjd> 


B-207 


1H-NMR(C0CI3) 6 : 
1.09(3H, d, J=6.3Hz), 
1.15-1.32(2H. m), 1.75- 
1.87(2H. n), 2.07(1H, 
dd, J=11.7, 9.6H2). 
2. 26-2. 39 (1H, a), 2.55- 
2.70(3H,. b), 3.00- 
3. 11(2H, b), 3.46- 
3.59(1H. b), 7.13- 
7.27(3H, b), 7.30- 
7.36(1H. b). 7.46(1H. 
t, J=7.8H2), 7.87- 
7.95(3H, n), 8.44(1H, 
br-d, J=7. 5Hz), 
8.48(1H, s). 8.89(1H. 
d, J=7.5H2), 10.49- 
lO.SSdH. br-s). 






B-208 


1H-NMR(C0CI3) 6: 
0.91(3H, d, J=6.3H2), 
1.20-1. 37 (2H. ■), 1.71- 
1.86(2H. b), 2.37- 
2.S0(1H. b). 2.60- 
2.72(3H. m), 2.99- 
3. 12(3H, in), 3.41(1H. 
dd, J=10. 2, 4.2H2). 
7. 13-7. 27 (3H. b), 7.30- 
7. 36 OH. b), 7. 47 OH, 
t. J=8. IH2), 7.88- 
7.97(3H, b), 8. 44 oh. 
br-d, J=7.5Hz). 
8.49(1H. s), 8.890H. 
d. J=7.2H2). 10.47- 
10. 54 OH. br-s). 
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NMR 






B-214 


1H-NMR(CDCI3) 6 : 
0.91(3H. d, J=6.3H2). 
1.20-I.37(2H. Bi). 1.71- 
1.86(2H. a). 2.37- 
2.50(1H. a). 2.60- 
2.72(3H, b). 2.99- 
3.12(3H, m), 3.41(1H. 
dd, J=10.2, 4.2Hz). 
7. 13-7. 27 (3H, m), 7.30- 
7.36(1H. n). 7.47(1H. 
t, J=8. IHz), 7.88- 
7.97(3H. n). 8.44(1H. 
br-d, J=7.5H2), 
8.49(1H, s), 8.89(1H, 
d, J=7.2H2), 10.47- 
10. 54 OH, br-s). 






B-215 




97-98 




B-216 
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NMR 


Hfej^iCC) 




B-217 


1H-NMR(CDCI3) 6 : 
1.15(3H. t, J=7.2 Hz). 
1.53(2H, n). 2.03(2H. 
m), 2.65(1H. n). . 
2.73(2H. q. J=7.2Hz), 
2.84(2H, a), 3.76(2H. 
n). 5. 16(1H. s). 
6. 78 (IN. m). 6.96(1H. 
m), 7.1S(2H. d. 
J=9.0H2), 7.27(1H. t, 
J=8.1Hz), 7. 33-7. 45 (3H, 
m), 7.49(2H, m). 
-7. o3UH, 1, J-Z. inz;, 
7.78(1H, d, J=7.5H2), 
7.92(2H. d, J=9.0Hz). 
8.46(1H. s). 8.83(1H. 
d, .J=7.5Hz), 9.63(1H, 
s). 
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B-221 






H 


B-222 


• 




H 
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B-224 






a 
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NMR 




HN^ ^=*/ 


B-22S 






H 

CF3 


B-227 


1H-NyR(d6-DMS0) 6 : 
2.78(4H, br), 2.82(4H, 
br), 7. 38-7. 41 (IH, m), 
7.46(1H, d, J=8.7H2), 
7. 54-7. 59 (2H. o), 
7.77(1H. d, J=7.2H2), 
8. 13(1H, s), 8.25(1H. 
d, J»7.8Hz), 8.68(1H. 
s). 9.01(1H, s), 
9.43(1H, d, J=7.2Hz), 
10.31(1H. br-s). 






B-228 








B-229 








B-230 
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NMR 




^ 0 >^ 


B-231 


IH-NMR(C0CI3) 6 : 
1.09(3H, d. J=6.3Hz). 
1.15-1.32(2H. b), 1.75- 
1.87(2H. b), 2.07(1H. 
dd, J=n.7. 9.6Hz), 
2. 26-2. 39 (IH, b), 2.55- 
2.70(3H, b), 3.00- 
3.11(2H, m), 3.46- 
3.S9(1H, b). 7.13- 
7.27(3H, b), 7.30- 
7.36(1H, b), 7. 46 oh, 
t, J=7.8H2). 7.87- 
7.95(3H, b). 8.44(1H, 
br-d. J=7.5Hz), 
8. 48 OH, s). 8.89(1H, 
d, J=7.5Hz), 10.49- 
10.56(1H. br-s). 
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B-234 
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NMR 








B-235 










B-236 






2Ha ^ ^ f3-a 


B-237 








B-238 


1 H-NMR (d6-DMSOi-CD30D) 
6 : 1.78-1. 94(2H, m). 
2. 07-2. 20 (2H. m), 3.06- 
3. 16(2H, m). 3.23- 
3.34(2H, n). 4.62- 
4.72(1H, m), 7. 10(2H, 
d, J=8.7Hz). 7.37(1H. 
d, J=9.0Hz). 7.S4(IH. 
t, J=7.5Hz), 7.67(1H, 
d, J=7.5Hz), 7.77(2H, 
d, J=8.7Hz), 8.27(1H, 
d. J=9.0Hz). 8.35(1H. 
s). 8.96(1H. s). 
9.3t(1H. d. J=7.5Hz). 
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NMR 




HN^ Ha 


B-239 


1H-NMR(d6-DHS0) 6 : 
1.71-1. 90 (2H. m), 2.07- 
2. 19(2H. iq), 2.77- 
2.87(2H. m), 3.01- 
3. 10(2H, n). 4.76- 
4.85(1H. n), 7.08(IH, 
t, J=7.8Hz), 7.20(1H, 
I, J=7.8H2), 7.26(1H, 
d. J=7.8Hz). 7.40(1H, 
d, J=7.8Hz). 7.59(1H. 
t, J=7.8Hz), 7.76(1H. 
d, J=7.2Hz), 8. IKIH, 
s). 8.19(1H, d, 
J=7.8Hz), 8.31(1H, d. 
J=7.8Hz). 8.60(2H, br). 
9.01(1H. s). 9.44(1H. 
d. Js7.2Hz). 10.18(1H. 
br-s). 




X 


B-240 


1H-NMR(CDCI3) d : 2.77- 
2.90(8H. m), 7.14- 
7. 30(3H. m). 7 34 (\H 
t. J=1.8Hz), 7.85- 
7.94(3H, m), 8.42- 
8.48(1H. m), 8.48(1H. 
s). 8.90(1H. d. 
J=7.2H2), 10.52- 
10.60(1H. br-s). 






B-241 


1H-NUR(CDCI3) 6 : 3.02- 
3.21(8H. m). 7.00(2H. 
d. J=8.7H2). 7.34(1H. 
t. J=1.8Hz), 7.71(2H. 
d J=8 7H2) 7 89 HH 
d. J=7.2Hz). 7.99(2H. 
d. J=1.8H2), 8.54(1H, 
s). 8.88(1H. d. 
J»7.2Hz). 9. 59-9. 66 (IH. 
br-s). 






D-Z4Z 


1H-NMR(CDC!3) 6 : 
2.84(8H. s), 4.18- 
4.32(1H. br). 4.35- 
4.42(2H. br-s). 6.62- 
6.69(1H. Bi). 7.06- 
7. 41(11H, m). 7.85(1H, 
d, J=7.2Hz). 8.39(1H. 
s), 8.50(1H. br-d. 
J=7.2H2). 8.84(1H, d, 
J=7.2H2). 10.54- 
10.62(1H. br-s). 
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NMR 


ajS(r) 




B-243 




229-231 




B-244 


IH-NMR(d6-DMS0) 6 : 
2.79(4H. br). 2.81(4H. 
br). 7.3S(1H. d. 
J=8. IHz) , 7.52(1H. t. 
J=8. 1Hz), 7. 59(1H, d. 
J=8.4Hz), 7.65(1H. d. 
J=6.9Hz). 8. IKIH. d, 

8.32(1H. d, J=8. IHz), 
8.36(1H, s), 9.03(1H, 
s), 9.38(1H, d» 
J=6.9Hz), 10.89(1H, br- 
s). 




" 1/2 M20 

CI 


B-245 




164-165 


NHEt 


B-246 


1H-NMR(CDCI3) 6: 
0.99(3H. t J=7.2Hz). 1.14- 
1.30(2H, m). 1,80-1.91(2H. 
m). 2.31-2.49(1H. m). 
2.45(2H, q. J=7.2H2). 2.60- 
2.71(2H, mX 3.02-3.11(2H. 
mX 7.1 1-7.28(3H. mX 7.31- 
7.37(1 H mX 7.45-7.52(1 H. 
mX 7.88-7.96{3H. mX 8.43- 
8.48(1 K mX 8.49(1 H, sX 
8.89(1 H. d. J=7.2HzX 10.49- 
10.55(1 H. brX 
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B-251 


1H-NMR(CDCI3) 6 : 
0.85(3H, t, J=7.4H2), 
1.17-1.44(4H, b), i.81- 
1.92(2H, b), 2.33- 
2.42(3H. b). 2.60- 
2.72(2H. o), 3.02- 
3. 12(2H. n). 7.13- 
7.35(4H, b), 7.48(1H. 
t J=7 7 88- 

7.97(3H. b). 8.42- 
8.47(1H. b). 8.49(1H, 
s). 8.88(1H. d. 
J=7.2H2), 10.47- 
10.53(JH, br-s). 






B-252 








B-253 






Q 


B-254 
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ifcj^(x:) 




B-255 






A 


B-256 








B-257 








8-258 








8-259 


1H-NUR(C0CI3) 6 : 
7.36(1H. ddd, J=7.2. 
2.1. 1.2Hz), 7.47(1H, 
t, J=7.8Hz), 7.74(2H, 
d. J=9.0H2), 7.80(1H, 

-t ^ A < All_\ 

dt, J=7. 8, 1.2Hz}, 
7.85(1H, d. J=7.2 Hz). 
7.92(2H, d, J=9.0Hz). 
8. 17 OH, t, J=2. 1Hz), 
8.92(1H. d. J=7.2H2). 
9.93(1H. s). 
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B-260 








B-261 








B-262 


1H-NMR(d6-DMS0) 6 : 
3.26(4H. m), 4.40(2H. 
d, J=5.7H2), 6.29(1H. 
t. J^S.OHz). 6.S5(1H. 
dd. J=8.4. 1.5H2). 
7.01(2H, d, J=9.0Hz). 
7. 15(1H, t, J=7.8H2). 
7. 22(1H, d. J=6.9H2), 
7.27-7.4U4H, n), 
7 59 (IH. d. J=7. 2Hz). 
7.65(1H, b), 7.76(2H, 
d, J=9.0H2), 8.72(2H, 
br), 8.77(1H. s), 
9.31(1H, d, J=7.2H2), 
10.41(1H. s). 
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NMR 


»^CC) 




B-276 


1H-NUR(d6-DUS0) 6 : 
2.79(4H. br), 3.39(4H. br). 
6.88(1H. d. J=8.7Hz), 
7.35(1H, d, J=8. 1Hz), 
7.52(1H, t. J=8. IHz), 
7.64(1H, d. J=7.2Hz), 
7.98(1H, d. J=8.7Hz), 
8.33(1H. s). 8.35(1H. d. 
J=8. 1Hz). 8.55(1H. s). 
9.02(1H, s). 9.35(1H, d. 
J=7.2Hz), 10.57(IH. br-s). 
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- 


236-238 


NEt, 


B-278 
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p NHMb 
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CI 
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B-282 


- 


- 


O \as/~CI 


B-283 


— 


- 




B-284 








B-285 








B-286 


1H-NMR(CDCI3) 6 : 1.35(2H, 
br). 1.83(1H. n). 2.25(1H. 
■). 3.06(1H. dd. J=9.3. 
4.5H2), 3.37(1H. b), 3.49- 
3.58(2H, n). 3.74(1H. m). 
6.60(2H. d, J=9.0H2). 
7.32(IH. m). 7.44(1H. t. 
J=7.8H2). 7.65(2H. d. 
J=9.0Hz). 7.85(1H. ra). 
7.86(1H, d. J=7.5H2). 
8. 16(1H. t, J=1.8H2). 
8.53(1H. s). 8.86(1H. d. 
J=7.5H2). 9.S7(IH, s). 
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B-287 








B-288 






NHz 


B-289 








B-290 


1H-NUR(CDCI3) d : 2.42(4H. 
br). 2.90(4H. t, JM.SHz). 
3.50(2H. s). 4.24(1H. t, 
J=5. IHz), 4.44(2H, d, 
J=5. 1Hz). 6.81(2H. d, 
J=8.4Hz). 7. 26-7. 44 (7H, n), 
7.69(2H. d. J=8.4Hz). 
7.75(1H. d. J=7.5Hz). 
7.81(2H. d. J=8.4Hz), 
8.43(1H. s). 8.80(1H. d. 
J=7.SHz). 9.69(1H. s). 
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Kl M D 
iN M K 






B-292 




190-191 










y H H 


B-293 




138-143 




B-294 


tH-NHR(d6-DMS0iCD30D) 6 : 
1.90-2. 16(4H, m). 2.71- 
2.83(1H. m), 2.88-2.97(lH. 
n), 3. 00-3. 24 (IH, n), 3.44- 
3.53(1H. m). 3. 92-4. 01 (IH. 
n). 6.77(2H, d, J=9.3Hz). 
7.35(1H. d. J=7.8Hz), 
7.52(1H. t. J=7.8Hz), 
7.66(1H. d, J=7.2Hz), 
7.72(2H, d. J=9.3H2). 
8.30(1H, d, J=7.8H2), 
8.37(1H. s), 8.99(1H, s), 
9. 34 Cm, d, J=7. 2H2j. 




HO H I^N'^ 


B-29S 


- 


- 












B-296 
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B-297 






hO W~ocf, 


B-298 


1H-NUR(CDCI3) d : 3.02- 
3.2I(8H^ m), 6.99(2H. d. 
J=8.7H2), 7. 16-7. 24(1 H, m). 
7.53(1H. t. J=8.1Hz). 
7. 67(2H, d, J=8. 7H2>, 7.80- 
7.86(1H. n). 7.88(1H. d, 
J=7.2H2). 8.06-8. 11(1 H, m), 
8.S5(1H. s). 8.88(1H. d, 
J=7.2H2), 9.50-9.$8(1H, br- 
s). 






B-299 








8-300 






(fl 


B-30t 


1H-NMR(CDCI3) 6 : 3.36- 
3.41(4H. n), 4.04(2H. m). 
4. 14(2H. a), 6.93(IH. t, 
J=7.2Hz). 7.00(2H. m). 
7.25-7.41 (5H, n). 7.85(1H. 
n). 8. 16(1H, t, J=1.8H2). 
8.52(1H, s). 8.79(1H. d, 
J=7.5Hz). 




\aB/~CI 
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NM R 




B-304 




B-305 




B-306 




B-307 




B-308 



1H-NMR(d6-DIIIS0) 6 : 1.71- 
1.82(1H, m), 1.96-2. 08 (IH. 
m), 2. 73-3. 09 (4H. n). 4.82- 

89(1H, m), 6.97(1H. d, 
=9.0H2), 7.35(1H, d, 
=8. 1Hz), 7.52(1H, t. 
=8. 1Hz). 7. 64 (IN. d, 
=7.2Hz), 7.76(2H. d. 
=9.0Hz), 8.31-8. 37 (2H, in), 
9.02(1H, s), 9.36(1H, d, 
=7.2Hz), 10.56(1H. br-s). 
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B-309 








B-310 








6-311 


1H-NMR(CDCI3) 6 : 1.69(2H. 
m). 2.04(2H. m), 2.75(2H, 
Bi), 3. 16(2H, m), 4.23(1H, 
br). 4.39(2H. n), 4.44(2H. 
d, J=S. IHz). 6.80(2H. d. 
J=8.7Hz). 6.96(2H. d. 
J«8. 7Hz), 7. 28-7. 44 (5H, m), 
7.64(2H. d. J=8.7Hz), 
7.75(1H. d, J=7.5Hz), 
7.80(2H. d. J=8.7Hz), 
8.42(1H, s). 8.79(1H. d. 
J=7.5Hz), 9. 60(1 H, s). 
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- 


- 




B-313 


— 


211-212 
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B-314 




100-102 (d) 
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H NMR 


1 m^cc) 1 


j j^^N^ CIH 
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B-315 




M 




B-316 


- 


.159-160 


1 ° 


B-3I7 


- 


210-212 1 


1 ^' 1 


B-318 


- 


186-188 


T H T l> 

V 


B-319 




216-217 


^'-''^NH 1/2 H2O j 








H 

1 0 1 
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ii/SCC) 


HN J >&s/~"**" 

Ms 


B-321 


— 


- 


Me Xas^^Ci 


B-322 






H r — ] 

•N^.'iO^N^ H f^V 


B-323 








B-324 


1H-NMR(d6-DUS0) 6 : 
1.01 (3H. t, J=7.2), 1.11- 
1.23(2H, m), 1.32-1. 44 (2H, 
m). 1.86-1. 97 (2H, in). 2.00- 
2. 11(2H. d). 2. 39-2. 51 oh. 
m). 2.S5(2H. q. J=7.2Hz). 
4. 21-4. 32 OH, m), 6.99(2H, 
d, J=9.0Hz), 7. 35 OH. d, 
J=7.8Hz), 7. 52 OH. t, 
J=7.8Hz), 7. 64 OH. d. 
J=7.2Hz), 7.74(2H, d, 
J=9.0Hz). 8. 33 OH, d. 
J=7.8Hz). 8. 34 OH. s). 
9.01 OH. s), 9. 36 OH. d. 
J=7.2Hz). 10.54(1H. br-s). 






B-32S 
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1 ^k^iajs^ 


' NMR 


1 ia^cc) 1 


C J 


B-326 

1 J 








B-327 


1H-NMR(CDCI3) <5 : 3.02- 
3.21(8H, b), 7.00(2H. d, 
J=9. OHz). 7 69 ^2H d 
J=9.0H2). 7. 83 OH, br-s), 
7.9S(1H, d, J=7.2Hz), 
8.56(2H, br-s), 8.66(1H, 
s), 8.93(1H, d, J=7.2Hz), 
9. 55-9. 62 (IH, br-s). 






B-328 








B-329 








( 
1 

B-330 

1 
1 


IH-NMR(CDCI3) 6 : 0.93(3H. 
i, J=6.0Hz). 2. 39-2. 48 OH, 
l). 2. 62-2. 94 (6H, m), 7.11- 
r.28(3H, «), 7. 31-7. 37 OH, 
i), 7. 43 OH, t, J=8. IHz), 
^84-7.93(3H. m), 8. 46 OH, 
.), 8. 47-8. 53 OH. ni), 
1.88 OH, d, J=7.2H2), 
0. 54-10. 62 OH. br-s). 
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NMR 




Ok 


B-331 








B-332 


1H-NMR(CDCI3) d : 1.10- 
1.30(2H, m), 1.56-1. 76 (3H, 
IB), 2. 50-2. 63 (4H, n), 3.02- 
3.13(2H, n), 7.21(2H, d, 
J-8.7HZ). 7.34(1H. ddd, 
J=7.8, 1.8. 1.2H2), 
7.44(1H, t. J=7.8H2), 
7.70(2H, dt. J=8.7, 2. IH2). 

7 ft^^lU 1—7 ft 1 CU•9^ 

7.86(1H, d, J=7.2H2). 
8. 17(1H, t. J=1.8H2). 
8.5S(1H. s). 8.88(1H. d, 
J=7.2H2). 9. 66-9. 73 (1H, br- 
s). 




H 


B-333 






jCT^ ° O-c. 


B-334 


1H-NMR(CDCI3) 6 : 1.65(2H, 
qd, J=12.2. 3.9Hz), 1.80- 
1.91 (2H. n). 2.65(1H, tt. 
J=12.2. 3.6H2). 2.76(2H, 
td. J=12.2. 2.4Hz). 3.16- 
3.26(2H. m), 7. 24-7. 37 (3H, 
id). 7. 45 oh, t, J=7.8H2). 
7.72(2H, dt, J=8.4. I.8H2). 
7. 84 OH. dl. J=7. 8. 1.5H2). 
7. 86 OH, d, J=7.2H2), 
8.160H, t. J=1.8H2). 
8.550H, s). 8. 88 OH, d. 
J=7.2H2), 9. 62-9. 71 OH. br- 
s). 
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(1. ^^^:kmmm^mff>mm 

Sft]iiB-e*&#^x 1 0 Jl^^i^-^>rXy <S/7r— (pH 7. 4;20mM M 

OPS. 2 5 0inM Scrose) fp-^^^i^-^^ 1, 00 Og (15 

4t:) . 1 0, 8 00 g (155>. 4*C) i3j;0?2 9, 000 g (15^. 

4*0 (D^mj&'L-±m^> 10 0, ooogt?6 o^mm't^^^mi^itp e l l e 

ti^2 0mM MOP Sy<^yy7— (pH7. 4) icWMMl^. mm^ShtL. 
- 8 0^^t?X b i/^' b/Co 

(2. NADH/NADPH:^:Jrv^i5^-if|5a^®tt<D?|iJ^) 
NADH/NADPH:*-:^i«^^— ^^Stt^sact/^b-a-^^^PfiW^ttt*. Gr i e 
n d 1 i n g^©^lfe(G riendling K.Ollerenshaw J 
D. Minieri CA. Alexander R W (1994) Angio 
tensinll stimulates NADH and NADPH 
oxidase activity in cultured vascula 
r smooth muscle cells. Circ. Res. 74;11 
41-1148) NADH/NADPH;i-dE^->y— ^Si^;^{;i^-f S 
O^-Sr 1 u c i g e n i nicX^it^m^^^M.-t^ :l t-Vnmi.tio ^fit>'h. 
5/zM 1 u c i g e n i n43J:t51 0 0 liM N ADH^-^tf 2 0 mM MO 
PS^^5/7t— (pH7. 4) {c:NADH/NADPH;e-^i^^5^— if^^^p^o. 
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^^R!t{Zj:^XWctii^ft^0 2~i>^ 1 u c i g e n i n ^il&jg-f--5 D 

(3. j^;^) 

A50. ASS. A78. A79. A97. A99, A114. All 7. A 
119. A123. A134. A139. A164. A198. A212. A2 
15. A222. A227. A231. A234. A243. A247. A25 

2.A253.A255.A259.A262. A268.A277.A293. 
A299. A30 2. A303. A309. A311. A316. A318. A 
3 2 6. A3 3 5o 

62-6 9. 611. 613. 615-6 20. 622. 623. 626. 6 
2 7. 62 9. 63 1-63 3. 635-643. 645—64 7. 650-6 
61. 663-6 66. 668. 672. 674. 675. 677. 679. 6 
81-6 92. 696. 610 2. 6109-6 111. 6113. 6123. 
6124. 6127. 6129-6 1 32. 8136-6 144. 6146 — 6 
148. 6150. 6151. 6153-6 156. 6160. 6164-6 1 
66. 6168. 6170-6 175. 6177. 6178. 6182. 618 
9. 61 9 1-61 9 3. 81 95-61 9 6. 81 98-8203. 6205 
-82 1 2. 82 14—62 1 8. 6220—8222. 82 24. 8225. 
62 2 7-62 2 9. 62 3 1-6244. 6246. 6 24 8. 624 9. 6 
251. 8253. 8254. 8258. 6263-6 270. 8272-8 2 
77. 6279. 6281. 8282. 6286. 6290—8 294. 629 
6-829 8. 8300. 63 0 7. 630 8. 63 1 0-83 1 4. 63 1 6 
-631 8. 6320-832 2. 6324-8328. 8330-8334o 
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mmm2 2) 

rmmnm. ^^^^ mw^. ^m.'^m^'^^^^) ^m'l^mmm m - mmm) 

15 <sr^-r§^ ffm^jjfc°7>^n [1. 5-a] M'v ^i^i^mnw^^axfmummm: 
^tbSo ±i2Ra^f^fflt-«j:9. a>«r<^ti^i^^ m-'^m. mmmm. mn^^ 

mmmit. m.W)m^B. m^^. ^ik^^m. nmm^mm. mmnm^s mn 

20 -rSw^ds-e^So 
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;<7yw7j?ri>rp:r'^t^^ g^ft$^^TV^r1> J;V>:<7/^y^^^yK i^ry, g^$tbTV^ 

ife^^Tx g^fe$t^.Tv>Tt5J;v^-g^ft^5^;^-d(-'>, gtfe$*i,Tv^Tt>j;vN-g^ 
Jit o T^fllit * L T J; V ^) 
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-e^^tbs^k-^ife (mu. ^r(D (d ~ (i o) : 

(1) R , . tt. tK^. oh. i&iRTJ\^^/U. ^m^i>^ 3 ~ 8 ©^^^ a T^V-^/U, 

:af/K :^7/V7K^-:yi£jgiT/i'=3f/K -CONHRg (Rg ^ tK^x 

SirLTTK^S. /^ny:/!!^. (£iSiT>'^'¥>'P'S. (6«iT/u=i=¥i^i3 J;tK73ir^ 

Rsf*- 
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Rett. tK^. ^WCTfV^lV, *fc(iig^T/U=r^ri^T**>S. \\^-^m. 

(3) R,Ji. tK^, (gift) f&Mcr/V^)V, ->^UTJI^^JU, ^:sL^,v, 

Rattx glfe$i^-cv^T'^>J;v^T5yt?*>-5. -fk-a-i^. 

(4) R,.(i, riV^jV^ OH, 0-T/P=^yK ^-^cr, T%J^ %fz.\i 
Rz.tt. 



•Cfet). Xli. CH. N-Cfct). R2.'^^Jl^0M^®^tta^fe$i^TV^Tt>J:< ; 
Rg. Rgtt. ^tL^tL^ifei: bX. tK^x T/l'df^K r^'W-drj^yK Tyl^#=/K 

(5) Ri.fi. tK^. Ty'V'^yK TyP3:^r:>'. OH, /nd, NO2, *^ttN 
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T/l^n^v-NRR. NOgx OH. NH2> (g^) o T i; — /U-t?fc t) ; 

OH. ^^n, r^/. ^bn-e*)?? ; 
Rgii. tK^s (g^) T/W=3f/K e/:5^ oT/l'=¥>'K Ty-/K (gi^) 

^1^>r^y>'K ^^i^. OH. -^tz.\% (g^) --T^nry— /K -ch^it-^m. 

(6) Rg.fi. glfeT-fe^/^*;fettm^^t?g^$nfci£«iT/V=^u:^^y5:tt 

r^/. ry— /K */cfi^7"nTy'-/wt?fct) ; . 

RsJ*. g^$i^Tv^-c^>J:v^T^ *fc{^g^$*LTv>Tt J;v^T/^=I# 

R6^*^ ry— yw-cfcs. -fk-a-l^. 

gm:*yw<*^/w;&^e)?iC'5«^J: oa*^$n^»S-cg^$tt:fc. iSi&T/i'^^^/w-cfe 
0 ; 
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(10) (2, 5-v?;^5^yH:*^yD Cl, 5-a3 \f])^iP:^-7 — T/U) 
(r^T% (1) - (10) Kmm.^fh^it^m<Ooib. ^m^fhX\r^tii\mm 

3 • ^ • 
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5 -SV^W: 

j^^VXhX< ; 

i&fRTJi^^ji-:itj/i^:^:=^j\^. m^^fix\^^xh x\f^mmmm. ^^o^v, cho. 

20 ({aUx ^ : 
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(I') 



4. ^: 




(1-1) 
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8. R6*5gife§tb■cv^T1>J:v^Ty— ^'I'-efcS. if^:®3*:fcft4{;i|BllO'ft: 

9. Rid57K^7?*>i? ; R2;5Sg|fe$^vTV^•C1> J;v>73:=/i'-e*>«? : Raid^^K^ 

10. R2<^S^^$ttTV^'Ct> J;v^:7a:=i/^fc:4ottS«^S;6^ S^fe^ti^TV^-c 
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1 *fcfi2iit_h-cfc6. f*^:^ 9 tcis^o^k-a-^, ^<?:>7'ci K^y^, ^(omm 

15. f»^«l~l 3 0VNrtLdMc:iBS<^^b-g'«b«r^^-r5. NAD (P) H:^- 
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16. m^mi--i 3<^\f^-rirL^^zmm<Dit^^^^^-r^. nad (p) Hi^ 

1 7. mu^BibK mmmmm. ^ikm't-mm. mi^mmm. mmmtm. 

19.^: 




(la) 



t J;V><&jgiT/W=3ryK aife$tvTV>Tt> J;V^^SjSiTy^'irrl>rK S^fe$tbTV^Tt> 
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^fiJ^^-g-^f 5x NAD (P) H:rdE^->tJ^— ^PIU^J. 



2 0. ^: 




(0 
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5 '5V^^i 

l^^VXhX< ; 

Rati. tK^. h Kndpi^, iSSiT/V' ^nd^^', *fc^:iS^fe$ttTV^ 
10 R^li. tK^. ®^T/w=aE^/K *fcttg^$tv-cv^-ct><tv>r y —/w-cfct) ; 

Rgtt. fc Kn^'>, S^$tbTV^-Ct) J:V^^&jgiT/^':a^7K Sife$ttTv^T1> 

<SjaT/i"¥/w;;&/V'2}?=^/K ®^$t^TV^T'bJ;v^;^3ll^S. ^^a^:/, gho. 

20 i^5ft«^«r-^^-r5. NAD (p) H^^z^y-'^m.mmo 

-^i--5w^«r#m^-t-^>. NAD (p) Hi^mm-r^mB(D'j'm^ititf^m:^mo 

25 .2 2. SfllE^S>6S, mmm^^. ^jfiLtt'^^S. »)Jlfl^55{b3m. 
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2 4. NAD (p) Hizmm-t ^^m^mm^tci-i^mir^ftit>iz.m\^^;5mmsh 
2 5 . mtd.mm^K mn^^nm. i^ifiit*^i>^m. mnnw^. mmmtm.. 

2 4 li|Em<^^ffl« 

2 6. MIB^S^S. /leJ^S^fcttietm^l^a^l^^-C*)^. it^^2 4(C|5m(0-|£ 
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2 1 izmm(D:^^o 

2 4. NAD (p) mzmm'r^mB^ihm^rc\t=^m'r^ftisb\zm\^^^mm& 

2 5. mmm^i)^. i^ifiLi^'i^^^a. mmmitm. 

2 4 izvdm(Dmmo 

2 9 . mm mi^m 2 7 2 s t;:iHmcDib^i^s:'^wrs. mm. 

3 0. (iiin) l»^^2 7^/S:tt2 8fc:fBit<Z>Yb'&i^^^Wf NAD (P) 
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Box I Observations where certain claims were found unsearchable (Continuation of item 2 of first sheet) 

This international search report has not been established in respect of certain claims under Article l7(2Xa) for the following reasons: 

1. [x] Claims Nos.: 21-23 

because they relate to subject matter not required to be searched by this Authority, namely: 
Claims 9-12 pertain to a method for treatment of the human body by therapy 
and thus relate to a subject matter for which this International Searching 
Authority is not required^ under the provisions of Article 17(2) (a) (i) of 
the PCT and Rule 39,l(iv) of the Regulations under the PCX, to make an 
international search . 

2. [x] Claims Nos.: 1-26 

because they relate to parts of the intcmationaJ application that do not comply with the prescribed requirements to such an 
extent that no meaningful international search can be carried out. specifically: 
(See extra sheet) 



3. I I Claims Nos.: 

because they arc dependent claims and are not drafted in accordance witfi the second and third sentences of Rule 6.4(a). 



Box II Observations where unity of invention is lacking (Continuation of item 3 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . Q As all required additional search fees were timely paid by the applicant, this international search report covers all searchable 
claims. 

2. As all searchable claims could be searched without effort justifying an addiUonal fee. this Authority did not invite payment 
of any additional fee. 

3. Q As only some of the required additional search fees were timely paid by the applicant, this international search report covers 
only those claims for which fees were paid, specifically claims Nos.: 



I I No required additional search fees were timely paid by the applicant. Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest. 

I I No protest accompanied the payment of additional search fees. 
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The subject matters of claims 1-26 are a compound represented by the 
general formula (I) f a medicine containing the compound as an active 
ingredient, etc. However, a compound havingi pyrazolo [1, 5-a]pyrimidine, 
which is the basic skeleton of that compound, is known because it is 
disclosed in the document (JP, 2001-302666A (Nissan Chemical Industries, 
Ltd.) 2001.10.31), etc. It cannot hence be said that the chemical 
structures of the compounds of the invention have a common novel basic 
skeleton. Consequently, one invention cannot be clearly grasped from 
the claims, which describe such compounds. 

On the other hand, a search was made through prior-art documents in 
view of the contents of the description. In part of the search, many 
compounds falling within the scope of the claimed compounds were found. 
In addition, the claims include statements, such as "optionally 
substituted" and "prodrug, " which are unclear as to what structure of 
compound is implied. It is hence virtually impossible to thoroughly 
investigate and show all the documents in which those compounds are given. 

The subject matters of claims 14-26 are a medicinal application, etc. 
However, the matters which are supported by the description in the meaning 
of Article 6 of the PCT and are disclosed in the meaning of Article 5 
of the PCT are limited only to NAD(P)H oxidase inhibitory activity. 

Therefore, claims 1-26 and the description do not comply with the 
given requirements to such a degree that a meaningful international search 
can be made. 

Additionally, in this international search report, a search was made 
within the range of a reasonable burden* 
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